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Harness, Dickey & Pierce, P.L.C 

ATTORNEYS AND COUNSELORS 
P.O. BOX 828 
BLOOMFIELD HILLS, MICHIGAN 48303 
U.S.A. 



Date: November 26, 1997 



Hon. Commissioner of Patents 

and Trademarks 
Washington. D.C. 20231 



Sir: 



TELEPHONE 
(248) 641-1600 

TELEFACSIMILE 
(248) 641-0270 




EXPRESS MAILING CERTIFICATE 



Randal J. Kaufman, Steven W. Pipe and Kagehiro Amano 



Applicants: 
Serial No. (if any): 
For: 
Docket: 
Attorney: 

"Express Mail" Mailing Label Number EH 293 851 459 US 

Date of Deposit November 26, 1997 



Inactivation Resistant Factor VIII 
211 5001 184USB 

DeAnn F. Smith EH2^3a5m5^US 



I hereby certify and verify that the accompanying return postcard, transmittal letter, 37-page 
patent application including at least one claim and abstract, and sixteen (16) sheets of informal 
drawings showing Figures 1A-16 are being deposited with the United States Postal Service 
"Express Mail Post Office To Addressee" service under 37 C.F.R. 1.10 on the date indicated 
above and is (are) addressed to the Commissioner of Patents and Trademarks, Washington, 
D.C. 20231. 

Signature of Person Mailing Document(s) 
Jeanette R. Fithian 




LAhive 
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OCKFIELD 

LLP 



Counsellors At Law 
28 State Street 
Boston, Massachusetts 02109- 

1784 

Telephone (6 17) 227-7400 
FAX (617) 742-4214 
lc@lahcoc.com 



BOX DAC 

Commissioner for Patents 
Washington, D.C. 20231 



JOHN A. LAHIVE. JR. (1928-1997) 
THOMAS V. SMUR2YNSK) 
RALPH A. LOREN 
GIULIO A. DeCONTI. JR. 
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ELIZABETH A. HANLEY 
AMY BAKER MANDRAGOURAS 
ANTHONY A. LAURENTANO 
KEVIN J. CANNING 
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DeANN FORAN SMITH 
JEANNE M. DiGlORGlO 
DEBRA J. MIUSINCIC. Ph.D. 
NICHOLAS P. TRIANO. Ill 
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DAVID R. BURNS 
JOHN S. CURRAN 



May 9, 2001 



SEAN 0. DETWEIL^^ 
ADAM M. GOODMANN 
CYNTHIA L. KANIK. Ph.D. 
MEGAN E. WILLIAMS. Ph.D. 
RICHA NAND 
MICHAEL PHILUPPS 

SENIOR COUNSEL 

JAMES E. COCKFIELO 

OF COUNSEL 

JEREMIAH LYNCH 
WILLIAM A. SCOFIELD. JR. 
PETER C. LAURO ' 

PATENT AGENTS 

PETER S. STECHER 



Re: U.S. Patent Application Serial No. 08/980,038 
Applicants: Randal J. Kaufman, et al. 
Title: INACTIVATION RESISTANT FACTOR VIII 
Filed: November 26, 1997 
Examiner: Celsa, B., Group Art Unit: 1654 
Attorney Docket No. : UMV- 1 1 84CPCP A2 



TECHNICAL SPECIALISTS 7 

MA^ LACCOTRtPE ZACHARAKtS. Ph.D." 

C^THIA M. SOROOS 

PETER W- DINI. Ph.D. 

EUIHOON LEE 

USA M. DiROCCO 

JENNIFER K. ROSENFIELD 

JUDITH STONE-HULSLANDER. Ph.D. 

ALLAN TAMESHTIT. Ph.D. 

CATHERINE E. McPHERSON 

ERIC F. WAGNER, Ph.D. 

SHAHID HASAN, Ph.D. 

ASHITA DOSHI. Ph.D. 

JACOB G. WEINTRAUB 



• Admitted in NY only 

•* Passed the Patent Bar E^omination 



RECEIVED 

JUN 1 4 2001 
TECH CENTER 1600/2900 



Dear Sir: 



I enclose herewith for filing in the above-identified application the following: 



1 . Petition to Convert Continuing Prosecution Application Filed Under 
Rule 1 .53(d) to a Continuation Application Under Rule 1 .53(b) Pursuant to 
37CF.R. 1.53(e); 

2. Copy of prosecution history of U.S. Application Serial No. 08/980,038; 

3. Check in the amount of $130.00; and 

4. A return postcard. 



Please charge any deficiencies in late fees to our Deposit Account No. 12-0080, The 
undersigned requests any extensions of time necessary to respond. A duplicate of this sheet is 
enclosed. 



I hereby certify that this correspondence is deposited with the 
United States Postal Service as first class mail in an envelope 
addressed to: Box DAC , Commissioner for Patents, 
Washington, DC 20231 on: 



May 9, 2001 




LAHIVE & COCKFIELD, LLP 
Atto/ribA^s at Law 



By. 

DeAnn F. Smith, Esq. 
Registration No. 36,683 
28 State Street 
Boston, MA 02109 
Telephone -617-227-7400 
Facsimile -617-742-4214 



Dated: May 9, 2001 



Please type a plus sign {*) inside this box • 



□ 



P«tant and Tree 



FTCySB«9(12«7) , 
^vod for usa through 09/3(VOQ. OMB 0651 -0032 
Office: U S. OEPARTWEMT Of COMMERCE * 




-Ondar thaPupararoric RaductionAct of l995cno p0reoctt«ra,f»qMired to respond to acolaction of infonnatiQn wlas* it doptay* • 
avid 0MB oontnol number. 



CONTINUED PROSECUTION APPLICATION (CPA) 
REQUEST TRANSMITTAL 



Submit an original, and a duplicate for fee processing 

(Only for Continuation or Divisionaf applications under 37 CFR 1. 53(d)) 



CHECK BOK ifappScabte: 

□ DUPLICATE 



wdd/iess to: 


Attorney Docket No. 


UMV-1184CPCPA2 


Commissioner for Patents 


First Named Inventor 


Randal J: Kaufman- ■ 


Box CPA 






Washington, D.C. 20231 


Express Mail Label No. 


EL 745 889 166 US 




Total Pages 





CERTIFICATION UNDER 37 CFR 1.10 



Date Of Deposit: April 11,2001 



Mailing Label Number: EL745 889 166 US 



I hereby certify that this Continued Prosecution Application (CPA) Request Transmittal and the documents 
referred to as attached therein are being deposited with the United States Postal Service on the date indicated 
above in an envelope as "Express Mail Post Office to Addressee" service under 37 CFR 1.10 and addressed to 
Commissioner for Patents, Box CPA, Washington, D.C. 20231. 



Nelson F. Barros 



Name of Person Mailing Paper 



Signature of Person Mailing Paper 



This is a request for a [HI continuation or □ divisional application under 37 CFR 1.53(d), 
(continued prosecution application (CPA)) of prior application number 08/980,038 (Cnfhn No. 6548) 
filed on November 26, 1997 , entitled INACTIVATION RESISTANT FACTOR VIII 



NOTES 

FILING QUALIFICATIONS: The prior application identified above must be a nonprovisional application that is 
either (1) complete as defined by 37 CFR 1.51(b) and filed on or after June 8, 1995. or (2) the national stage of 
an international application in compliance with 35 U.S.C. 371 and filed on or after June 8, 1995. 

C-l-P NOT PERMITTED: A continuation-in-part application cannot be filed as a CPA under 37 CFR 1.53(d), but 
must be filed under 37 CFR 1.53(b). 

EXPRESS ABANDONMENT OF PRIOR APPUCATION: The filing of this CPA is a request to expressly 
abandon the prior application as of the filing date of the request for a CPA. 37 CFR 1.53(b) must be used to file 
a continuation, divisional, or continuation-in-part of an application that is not to be abandoned. 

ACCESS TO PRIOR APPUCATION: The filing of this CPA will be construed to include a waiver of 
confidentiality by the applicant under 35 U.S.C, 122 to the extent that any member of the public who is entitled 
under the provisions of 37 CFR 1 14 to access to, copies of, or information concerning, the prior application may 
be given similar access to, copies of, or similar information concerning, the other application or applications in 
the file Jacket. 

35 U.S.C. 120 STATEMENT: In a CPA no reference to the prior application is needed in the first sentence of 
the spedfica^ and none should be submitted. If a sentence referencing the prior application is submitted, it 
will not be entered.. A nHfuest for a iCPA Is the specific referienoe required by 35 U.S.C. 120 and to every 
appfication assigned the iappliciatkuj number identified in such request, 37 CFR 1,7B(a). 



1. Q Enter the unent red amendment previously filed on 



under 37 CFR 1.116 in the prior nonprovisional application. 
2. Q A preliminary amendment is enclosed. 



(Pa9eiof2) 

Burden Hour Statement This form is estimated to take 0.4 hours to oompiete. Time wM vary depending upon the needs of the Individual case. Any 
comments on the amount of time you are required to complete this form should be sent to the Chief InformdiUon Officer, Patent and Trademark Office, 
Washington, D.C 20231. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Ccmmtestoner for Patents, 
Box CPA. Washington. D.C. 20231. 



3. This application is filed by fr x than all the inventors named in the prior apr* ^tion, 37 CFR 1 .53(d)(4). 

a. Q DELETE the folr^ .*ing inventors) named in the prior rronprovisiot*^, application: 

• ■ • '-x,. - ... w..*...*Av^v..j^<s;.;...,..r.^.., 

b. Q The lnventor(s) to be deleted are set forth on a separate sheet attached hereto. 

4. □ A new power of attorney or authorization of agent (PTO/SB/81) is enclosed. 

5. Q Information Disclosure Statement (IDS) is enclosed: 

a. □ PT0 1449 

b. □ Copies of IDS Citations 



(Page 2oi^) 



SMALL ENTTTY 



OTHER THAN A 
SMALL ENTrrV 





NfUMBER OF 
CLAIMS FO-ED 






NUMBER 
EXTRA 




RATE 


FEE 


OR 


RATE 


FEE 


TOTAL 


• 56 


MINUS 


20 


36 




x9 = 


$324.00 




xl8 = 


$.00 


INDEP. 


* 5 


MINUS 


3 


2 




x40» 


$80.00 




x80 = 


$.00 


□ MULTIPLE DEPENDENT CLAIMS 




+135- 


$.00 




+ 270« 


$.00 












BASIC fEE 


$355.00 




BASIC FEE 


$.00 












TOTAL 


$759.00 


OR 


TOTAL 


$0.00 



Small entity status 

a. n A small entity statement is enclosed. 

b. [x] ^ statement was filed in the prior nonprovisional application 

and such status is still proper and desired. 

c. □ Is no longer daimed. 

The Commissioner is hereby authorized to credit overpayments or charge the following fees to 
Deposit Account No. 12-0080: 

a. |x] Fees required under 37 CFR 1.16, 

b. \x\ Fees required under 37 CFR 1.17. 

c. {x\ Fees required under 37 CFR 1.18. 

Fxl A check in the amount of $759.00 is enclosed. 

fx] Other: . . . Request for Three-Month Extension of Time, including a check for $445.00 to cover the appropriate fee... 



NOTE: 



The prior appiication's correspondence address wilt carry over to this CPA UNLESS a new correspondence address is 
provided below, 



to. NEW CORRESPONDENCE ADDRESS 


[x\ Customer Number or Bar Code Labef 






ice address below 


000959 

(Insert Customer No. or Attach t>ar code labef here) 


Q Cofresponde 


NAME 


DeAnn F. Smith 


LAHIVE & COCKFIELD, LLP 


ADDRESS 


28 State Street 


CITY 


Boston 1 STATE 


MA 1 ZIP CODE 


02109 


COUNTRY 


USA 1 TELEPHONE 


(617)227-7400 | FAX 


(617) 742^214 



11, SIGNATURE OF APPUCANZ ATTORNEY, OR AGENT REQUIRED 


NAME 


D^Ahn F. Smith r^g. NO. 36,683 


SIGNATURE 




DATE 


Aprill 1,2001 



Attorney Docket No. 2115S-001184USB 



ART 
EXAMINER 
INVENTOR(S) 
SERIAL NUMBER 
FILED 
FOR 



1654 
B. Celsa 

Randal J. Kaufman et ai. 
08/980,038 
November 26, 1997 
inactivation Resistant Factor VIII 



RESPONSE TRANSMITTAL AND 
EXTENSION OF TIME REQUEST 
(IF REQUIRED) 



THE COMMISSIONER OF PATENTS AND TRADEMARKS 
Washington, D. C. 20231 



Sir: 



FEE CALCULATION FOR ENCLOSED RESPONSE and EXTENSION REQUEST (If any) 


Claims Highest No. Number 


Additional 


Remaining Previously Paid Extra Rate 


Fee 


Total Claims 54 - 94 = Ox $22.00 


$0,00 


Independent Claims 5 - 8 = Ox $82.00 = 


$0.00 


Surcharge For Multiple Dependent Claim First Added +$270.00 = 


r 1 Applicant requests a month extension of time for response 




to the outstanding Office Action. The large entity fee is 




TOTAL 


$0.00 






t 1 SMALL ENTITY STATUS (If applicable, divide TOTAL by 2) 




[ 1 Verified Statement enclosed, if not previously filed. 




[ ] Reduction for Extension Fee of months already paid 


r 1 OTHER: 




TOTAL 


$0.00 





[ ] A check is enclosed to cover the fees as calculated above. 



[ ] The fees calculated above are to be charged to Deposit Account No. 08-0750. 

If for some reason applicant has not requested a sufficient extension of time and/or has not paid a 
sufficient fee for this response and/or for the extension of time necessary to prevent the abandonment 
of this application, please consider this as a Request for an Extension for the required time period 
and/or an authorization to charge our Deposit Account No. 08-0750 for any fee which may be due. A 
duplicate copy of this sheet is enclosed. 



HARNESS. DICKEY & PIERCE. P.L.C. 




p. O. Box 828 By:. 
Bloomfield Hills, Michigan 48303 DeAnn F. Smith 

(248) 641-1600 Reg. No. 36.683 



/ hereby certify that this letter, the response attached hereto and, if enclosed, the small entity 
verification are being deposited with the United States Postal Service as first class mail in an envelope 
a0dress^d to Commissioner of Patents and ^Trademarks, Washington, ZDr^ 20231, on 



By_ 



ij-t ^ . 



Lahive 




6^— 

:kheld 

LLP 



lOUNSELLORS AT LaW 

28 State Street 
nroN, Massachusetts 02109- 

1784 

TELEPHONE (6 1 7) 227-7400 
FAX (6 17) 742-4214 
lc@Iahcoc.com 



JOHN A. LAHn/E. JR. (1026-1997) 

THOMAS V. SMURZYNSN 

RALPHA.LOREN 

6lUUOA.0»C0mi.JR. 

ANN LAMPORT HAMMfTTH 

EUZASerHA. HANL£Y 

AMY BAKER MANORAGOURAS 

AMTHONV A. LAURENTANO 

KEVIN J, CANNING 

JANE E. REMILLARD 

OeANN FORAN SMITH 

JEANNE M. OtGlORGlO 

DEBRA J. MtLASINCtC. Ph.D. 

NICHOLAS P. TRIANO. ID 

DAVID J. RIKKERS 

OAVtO R. BURNS 

JOHN S. CURRAN 



SEAN 0. OETWi^-cR 
AOAM M. GOOOMANN 
CYNTHIA L KAWK. Ph.0. 
MEGAN E WLUAMS. Ph.O. 
RICHANANO 
MICHAEL PHILUPPS 

SENIOR COUNSEL 

JAMES E. COCKRELO 

OF COUNSEL 

JEREMIAH LYNCH 
WILLIAM A, SCOFIELO. JR. 
PETER C. U<URO* 

PATENT AGENTS 

PETER S. STECHER 



TECHNICAt. SPECtAUSTS 

MARIA LACCOTR»»E ZACHWMOS, RlO * 

CYNTHIA M.SOROOS 

PETER W.OCNI.PtiO. 

EUtHOONLEE 

USAM.DiROCCO 

JENNIFER K. ROSENFIEU) 

JUOrm STONE-HULSLANOER. Ph.0. 

ALLAN TAMESHTIT. PUD. 

CATHERINE E. McPHERSON 

ERIC F. WAGNER. Ph.0. 

SHAHtO HASAN. Ph.D. 

ASHITA DOSHI. Ph.O. 

JACOB G. WEINTRAUB 

' Admitted in NY only 

*• Passed the Patent Bar Examination 



April 11,2001 

BOX CPA 

Commissioner for Patents 
Washington, D.C. 20231 



Re: U.S. Patent Application Serial No. 08/980,038 (CPA filed herewith) 
Applicants: Randal J. Kauftnan, et ah 
Title: INACTIVATION RESISTANT FACTOR VIII 
Filed: November 26, 1 997 
Examiner: Celsa, B., Group Art Unit: 1654 
Attorney Docket No.: UMV-1184CPCPA2 

Dear Sir: 

I enclose herewith for filing in the above-identified application the following: 

1 . Continued Prosecution Application (CPA) Request Transmittal (in duplicate); 

2. Request for Three-Month Extension of Time; 

3. Checks in the amount of $759.00 (appln fee) and $455,00(extension fee); and 

4. A return postcard. 

Please charge any deficiencies in late fees to our Deposit Account No. 12-0080. The 
undersigned requests any extensions of time necessary to respond. A duplicate of this sheet is 
enclosed. 



"Express Mail* mailing label number EL 745 889 1 66 US 
Date of Deposit April 11, 2001 



I hereby certify that this paper or fee is being deposited with the United States 
Postal Service "Express Mail Post Office to Addressee" service under 37 CFR 1.10 
on the date indicated above and is addressed to BOX CPA, Assistant Commissioner 



for Patents, Washington, DC 2023 1 



Nelson F. Barros 



Please Print Name of Person Signing 



LAHIVE & COCKFIELD, LLP 
Attorneys at Law 

DeAnn F. Smith, Esq. 
Registration No. 36,683 
28 State Street 
Boston, MA 02109 
Telephone -617-227-7400 
Facsimile -617-742-4214 



Harness, Dickey & Pierce, P.L.C. 

ATTORNEYS AND COUNSELORS 
P.O. BOX 828 
BLOOMFIELD HILLS. MICHIGAN 48303 

U.S.A. 

Date: November 26, 1997 

Hon. Commissioner of Patents and Trademarks 
Washington. D. C. 20231 

Re: Inventors: Randal J. Kaufman, Steven W. Pipe and Kagehiro Amano 
For: Inactivation Resistant Factor VIII 

Atty. Docket No.: 2115001184USB 



TELEPHONE 
(248) 641-1600 

TELEFACSIMILE 
(248) 641-0270 



O 
H 



u 
•-> 



Sir: 



Transmitted herewith for filing is the above referenced patent application, 

1. [XX] formal / sixteen (16) infomnal sheets of drawings showing 

Figures 1A-16 are enclosed. 

2. [ ] A Verified Statement Claiming Small Entity Status is enclosed. 

3a. [ ] A check is enclosed to cover the fees as calculated below. The Commissioner 
is hereby authorized to charge any additional fees which may be required, or 
credit any overpayment to Deposit Account No. 08-0750. A duplicate copy of 
this document is enclosed. 



3b. [XX] The fees calculated below will be paid within the time allotted for completion of 
the filing requirements. 

3c. [ ] The fees calculated below are to be charged to Deposit Account No. 08-0750. 

The Commissioner is hereby authorized to charge any additional fees which 
may be required, or credit any overpayment to said Deposit Account. A 
duplicate copy of this document is enclosed. 



FILING FEE Number Number 




Basic Fee 


CALCULATION Filed Extra 


Rate 


$790.00 


Total Claims 40 - 20 = 20 x 


$22.00 = 


$440.00 


Independent Claims 4 - 3 = 1 x 


$82.00 = 


$82.00 


Multiple Dependent Claim(s) Used 


$270.00 = 




FILING FEE - NON-SMALL ENTITY 




$1,312.00 


FILING FEE - SMALL ENTITY: Reduction by 1/2 






[ ] Verified Statement enclosed. 






[ ) Verified Statement filed in priority application. 






Assignment Recordal Fee ($40.00) 


37 C.F.R. §1.1 7(k) Fee (non-English application) - 


TOTAL 
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Atty. Docket No. 21 15001 184USB Date: November 26, 1997 

4. [ ] An Assignment of the invention is enclosed. The required cover sheet under 37 

C.F.R. §3.11, §3.28 and §3.41 is attached. 

5. [XX] A signed Oath/Declaration [ ] is enclosed [XX] will be filed in accordance 

with 37 C.F.R. 1.63. 

6. [XX] Foreign Priority: Priority based on PCT International Application No. 

PCT/US97/06563, filed April 24, 1997 (which is a continuation-in-part of U.S. 
Serial No. 60/016.117, filed April 24. 1996 and U.S. Serial No. 60/017,785, filed 
May 15, 1996, see 9. below), is claimed. 

7. [ ] A copy of the above referenced priority document [ ] is enclosed [ ] will be 

filed in due course, pursuant to 35 U.S.C. §119(aHd). 

8. [ ] Because the enclosed application is in a non-English language, a verified 

English translation for examination purposes of same [ ] is enclosed [ ] will 
be filed as soon as it is available. 

9. [XX] Provisional Application Priority: Priority based on United States Provisional 

Application No. 60/016,117, filed April 24, 1996 and United States Provisional 
Application No. 60/017,785, filed May 15, 1996, is claimed under 35 U.S.C. 
§11 9(e). 

10. [ ] A Preliminary Amendment is enclosed. 

11. [ ] An Information Disclosure Statement, sheets of PTO Form 1449, and 

patent(s)/publications/documents are enclosed. 

12. [ ] An Establishment of Assignee's Right To Prosecute Application Under 37 C.F.R. 

§ 3.73(b), and Power Of Attorney is enclosed. 

13. [XX] An Express Mailing Certificate is enclosed. 

14. [ ] Other 



Attention is directed to the fact that the address of this firm has been designated as the 
correspondence address for this application. 



Respectfully, 




DeAnn F. Smith 
Reg. No, 36.683 
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UNITED 8)^^ DEPARTMENT F COMMERCE 
Patont and adamarfc Office ^ 

AtklressiCOMMGSONER OF PARENTS 
WBShingcon. 0X1 2QS31 



nON NUMBER 



FlUNG/RECaPTOATE 



FIRST NAMED APPUCANT 



ATTOftNEY DOCKET NOyTtTLE 



980.038 



11/26/97 



KAUFMAN 



R 



2115001 1S4US 



03&2/0:502 

HARNESS DICKEY S< PIERCE NDT ASSIGNED 

ATTORNEYS AND COUNSSELORS. . ^ ' 

PC BOX, ^29 ^ ^ 

BLOOMFIELEi HILLS MI 48303 1654 

DATE MAILED: 

^ ^ : 03/0,3/98 

NOTICE TO FILE MISSING PARTS OF APPLICATION : 

-% , i - ; , .;":v; 4,,^ ^ Filing PataGrant^ . -i; ^ . , 

Ah Application Number and Filing Date have been assigned to this application. However, the items indicated below are missing. The 
required items ^itffees identified below must be^ely submitted ALONG WITH THE PAYMENT OF A SURCHARGE for items 1 and 

3-6 only of $ i^^^OQ for a [J^wge entity □ small entity in compliance with 37 CFR 1 .27. The surcharge is set forth In 

37 CFR 1 .16(e). Applicant is given TWO MONTHS FROM THE DATE OF THIS NOTICE within which to file all required items and pay 
any fees required above to avoid abandonment. Extensiorls of time may be obtained by filing a petition accompanied by the extension 
fee under the provisions of 37 CFR 1 .1 36(a). 

ifajpequired items on Ms form are filed within the period aet^^ya; jtfie tot^ amount owed by applicant as a 
^r^B^ntitY □ small entity (verified statement filed), Is ^ /^f^^T^ 

Bn. The^tatDtory basic filing fee is: 
l^^issing. 

□ insufficient. r^^/) /i 6 

_ .^plmai must submits ff^ ' ^ ^ . pcqmpjetejhebasp Wing fee apd^^^ fLy?PP.?^ ?f!lti?M^ ^ 

statement daimingsu(^ status (37 CFR 1.27), " " " ' " 

Additional dalm fees of $ JS&iT^* ^ 0 . including any multiple dependent claim fees, are required. 
y^A^plicant must either submit the additional claim fees or cancel additional claims for which fees are due, 

6f3. Th^^th or declaration: 

□ is missing. 

□ does not cover the newly submitted items. 

□ does not identify the application to which it applies. 

□ does not include the city and state or foreign country of applicant's residence. 

An oath or declaration in compliance with 37 CFR 1, 63, including residence information and identifying the application by 
the above Application Numi)er arnl filing Date is required. o- 1 = 

□ 4. The signature(s) to the oath or declaration is/are: rr=T^^^~i^^ 

□ missing. > ^"""l^ 

□ by a person other than inventor oqierson qualifted under 37 CFR 1 .42, 1 .43, or 1 .47. 

iA praperty signed oath ordedamtion irrcomplianoe with 37rCFR 1.63, identifying the application by the above 
Application Numt)er and Filing Date, is required. . iv ■ ' 

□ 5. The signature d the following joint inventor(s) Is missing from thf oatii or declaration: . 



An oath or dedamtion lisUng the r^ames of all inver^ots ar)d signed by the omitted inventor(s), identifying this application by 
the above Applkiaticn Number and FilingJ}ate, is (equired: 

□ 6. A $•• • • - ■ " ■• V' processing fe^ reiqu;red since your check was returned witfiout payment (37 CFR 1 .21 (m)). 

□ 7. Your filing receipt was rnailed In enor because your check was returned wittiout payment. . 

□ iBThbiapptotiondo^ 
/ See attached ^o^^p 

Q9.0THER:*''-r- ^- — " ' . " 

Direct the response and any questions about tills notice to "Attention: Box Missing Parts.' 

A copy of this notice MUST be returned with Oie responses _ 




fCenti 

initial Patent ^kaminatioh Division (703) 308-1202 
roRM PTO-1533 (REV.r«) p^Rj 2 - COPY TO BE RETURNED WITH RESPONSE ni.& opo: i9ce40M9a«05i5 



PATENT 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Attorney Docket: 2115S-001184USB 



up Art Unit: 



1654 



Examiner: 



Inventor(s): 



Randal J. Kaufman et al. 



RESPONSE TO NOTICE TO 
FILE MISSING PARTS; and 
REQUEST FOR ONE-MONTH 
EXTENSION OF TIME 



Serial No.: 



08/980,038 



Filed: 



November 26, 1997 



Attn: Box Missing Parts 



For: 



Inactivation Resistant 
Factor VIII 



CERTIFICATE OF HAIUNG 



I tereby certify ttst Ms earrespoadeaee is bmag d^mhed whb the Uahed States Postal Senrice as 
fffst class mail in aa mvelape addressed to: Commissioaer of Pateats aad Trademarks. Wasbiagtoo, 
D.C 20231 oa \A\xcx.l. ^ir . i ^. ft 



Washington, D.C. 20231 
Sir: 

In response to the Notice To File Missing Parts Of Application - Filing Date Granted 
mailed March 2, 1998 (copy enclosed) for which the two-month shortened period for response 
was set to expire May 2, 1998, Applicants hereby request a one-month extension of time in 
which to respond and submit a check herewith for the appropriate fee. 

Enclosed are two (2) originally signed Declarations and Powers of Attorney, one 
executed by inventor Randal J. Kaufman and the other executed by inventors Steven W. Pipe 
and Kagehiro Amano. 

Also, enclosed herewith for recordal is an Assignment of this application with attached 
coversheet. A check is enclosed to cover the fees associated with the assignnr^ent recordal. 




Hon, Commissioner of Patents 
and Trademarks 




Attorney Docket: 2115S-001184USB 
Serial No. 08/980,038 

In addition, enclosed herewith is a verification of Applicants' small entity status and 
an Establishment's Of Assignee's Right To Prosecute Application Under 37 C.F.R, §3.73(b), 
and Power of Attorney. 

Applicants enclose a check in the total amount of $816.00, which covers the one- 
month extension of time fee of $55.00, the late-filing surcharge of $65.00. the patent 
application filing fee of $395.00, the additional claims fee of $220.00, the additional 
independent claim fee of $41 .00 and the Assignment recorda! fee of $40.00. 

If for some reason. Applicants have not paid a sufficient fee to prevent the 
abandonment of this application, please charge Deposit Account No. 08-0750 for any further 
fees which may be due. A duplicate copy of this sheet is enclosed. 

Respectfully submitted, 

Bv: '{..: ii^^--^- JlL( li 
DeAnn F. Smith 
Reg No, 36,683 

Harness. Dickey & Pierce, P.L.C. 
P.O. Box 828 

Bloomfield Hills, Michigan 48303 
(248) 641-1600 
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Please find below and/or attached an Office communication concerning this application r 
proceeding. 
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^ '^Office Action Summary 


Application No. 
08/980,038 


Applic'ant(s) 

Kaufman et al. 


Examiner 

Bennett Celsa 


Group Art Unit 
1654 







□ RQs^nsive to communication(s) filed on 
This action is FINAL, 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quay/e, 1935 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire one month(s), or thirty days, whichever 
is longer, from the mailing date of this communication, Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

Kl Claim{s) f-9 and 17-101 



is/are pending in the application. 



Of the above, claim(s) 

□ Claim(s) 

□ Claim(s) 

□ Claim(s) 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



Kl Claims 1-9 and 17-101 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Qipproved disapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-|d). 

□ All □ Some* DNone of the CERTIFIED copies of the priority documents have been 
D received. 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a|). 
*Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e}. 

Attachment(s) 

□ Notice of References Cited, PTO-892 

□ Information Disclosure Statement(s), PTO-1449, Paper No(s). 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 



— SEE OFFICE ACTION ON THE FOUOWING PAGES — 



U. S. Patent «nd Trademark Office 

PTO-326 (Rev. 9-95) 



Office Action Summary 



Part of Paper No. ? 
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DETAILED ACTION 

Claims 1-9 and 17-101 are currently pending. Claims 10-16 were canceled by preliminary 
amendment and new claims 41-101 were added. 

The present application is a continuation application (and not a 371) of PCT/US97/06563, 
since the prerequisites for filing under 35 USC 371 were not met. 

Election/Restriction 

1 . Restriction to one of the following inventions is required under 35 U.S.C. 121 : 
1. Claims 1-4 and 8, drawn to a 309 modified FVIII analog proteins and 

pharmaceuticals thereof, classified in class 514 and 530, subclasses 2+ and 350+, 
respectively. 

IL Claims 5-7 and 9, drawn to a recombinant method of making Group I proteins, 

classified in class 435, subclass 69. 1+. 
III.. Claims 17, 20-23 and 27, drawn to a B/VW/ 740 and A2/A3 spacer FVIII protein 

analog and pharmaceutical thereof classified in classes 514 and 530, subclass 2+ 

and 3 50+, respectively. 
IV .. Claims 24-26 and 28, drawn to a recombinant method of making Group III 

proteins, classified in class 435, subclass 69. 1+. 
V. . Claims 29-3 1 , drawn to a method of increasing the binding of a Group III protein 

in plasma using an antibody, classified in class 424, subclass 130.1+.. 



Application/Control Number: 08/980,038 
Art Unit: 1654 



Page 3 



VI. Claims 32 and 36, drawn to a thrombin activated factor VIII heterodimer protein 
and a pharmaceutical thereof, classified in class 514 and 530, subclasses 2+ 

and 350+, respectively. 

VII. . Claims 33-35 and 37, drawn to a recombinant method of making the Group VI 

proteins, classified in class 435, subclass 69.1+. 

VIII. Claims 38-40, drawn to a method of increasing the binding of a Group VI protein 
using an antibody, classified in class 424, subclass 130.1+.. 

IX. . Claims 41-44 and 48, drawn to a 309/336/562 factor FVIII analog protein, 

classified in class 514 and 530, subclasses 2+ and 3 50+, respectively. 

X. . Claims 45-47 and 49, drawn to a recombinant method of making a Group IX 

protein, classified in class 435, subclass 69.1+.. 

XI. . Claims 18, 50-54 and 58, drawn to a B/VW/3 3 6/562/740 and A2/A3 spacer FVIII 

protein analog , classified in classes 514 and 530, subclass 2+ and 350+, 
respectively. 

XIL. Claims 55-57 and 59, drawn to a recombinant method of making a Group XI 

protein, classified in class 435, subclass 69. 1+. 
XIII.. Claims 60-62, drawn to a method of increasing Group XII binding using an 

antibody, classified in class 424, subclass 130.1+ 
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XIV. . Claims 19, 63-67 and 71, drawn to a BA^/309/740 and A2/A3 spacer FVIII 

protein analog and a pharmaceutical composition thereof, classified in classes 514 
and 530, subclass 2+ and 3 50+, respectively. 

XV. . Claims 68-70 and 72, drawn to a recombinant method of making a Group XIV 

protein, classified in class 435, subclass 69. 1+. 

XVI. . Claims 73-75, drawn to a method of increasing the binding of a Group XIV 

protein using an antibody, classified in class 424, subclass 130.1+.. 

XVII. Claims 76-80, 84 and 90, drawn to a BAW/309/336/562/740 and A2/A3 spacer 
FVIII protein analog and a pharmaceutical composition thereof, classified in 
classes 514 and 530, subclass 2+ and 350+, respectively. 

XVIII. Claims 81-83 and 85, drawn to a recombinant method of making Group XVII 
proteins, classified in class 435, subclass 69. 1+. 

XIX. Claims 86-88, drawn to a method of increasing the binding of a Group XVIII 
protein using an antibody, classified in class 424, subclass 130. 1+. 

XX. Claims 89, 91-94, 98, 100 and 101 drawn to a BA^/3 3 6/5 62/740 and A2/A3 
spacer FVIII protein analog/antibody conjugate and a pharmaceutical 
composition thereof, classified in classes 424 subclass 130. 1+. 

XXI. Claims 95-97 and 99, drawn to a recombinant method of making a Group XX 
protein, classified in class 435, subclass 69.1+.. 
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2. The inventions are distinct, each from the other because of the following reasons: 
Inventions (I and II ) and (III and IV) and (VI and VII) and (IX and X) and (XI and XII) and 
(XIV and XV) and (XVII and XVHI) and (XX and XXI) are related as process of making and 
product made. The inventions are distinct if either or both of the following can be shown: (1) that 
the process as claimed can be used to make other and materially different product or (2) that the 
product as claimed can be made by another and materially different process (MPEP § 806.05(f)). 
In the instant case the products as claimed can be made by another and materially different 
process such as by solid or liquid phase peptide syntheses. 

3. The protein compounds of Groups I, III, VI, IX, XI, XIV, XVII and XX are directed to 
patentably distinct proteins due to differences in structure including, but not limited to, 
differences in amino acid content and/or length and/or the presence of nonconservative 
substitutions and/or deletions and/or dififerences in secondary structure (e.g. cyclic) and/or the 
presence of an antibody conjugate; and fiirther expected differences in physicochemical 
properties resulting from structural differences and/or differences in method of manufacture e.g. 
by use of different recombinant constructs. Further, the amino sequence searches of relevant 
databases as well as bibliographic searches of the proteins within the above groups is necessarily 
different and individually burdensome due to the divergent nature of each Group search. 

4. The recombinant methods of Groups n, IV, VH, X, XH, XV, XVm and XXI represent 
patentably distinct methods since each method is directed to the syntheses of a different protein 
and further requires unique recombinant constructs (e.g. veaors, plasmid, hosts etc). The 
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differences among the methods of the different groups would necessitate different and individually 
burdensome bibliographic and sequences searches for each method 

5. The methods of increasing the binding of different proteins utilizing an antibody in Groups 
V, VIII, XIII, XVI, and XIX are patentably distinct due to differences in the method objectives 
and/or expected generic differences in antibody specificity and other physicochemical properties.. 

6. Because these inventions are distinct for the reasons given above and: 

a. have acquired a separate status in the art as shown by their different classification; 

b. require separate literature and/or sequence searches; and 

c. because of their recognized divergent subject matter; restriction for examination purposes as 
indicated is proper. 

7. Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the currently 
named inventors is no longer an inventor of at least one claim remaining in the application. Any 
amendment of inventorship must be accompanied by a petition under 37 CFR 1.48(b) and by the 
fee required under 37 CFR 1 .17(1). 



Application/Control Number: 08/980,038 
Art Unit: 1654 



Page? 



General information regarding further correspondence 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Examiner Celsa whose telephone number is (703) 305-7556. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Cecilia Tsang, can be reached at (703)308-0254. 

Any inquiry of a general nature, or relating to the status of this application, should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 

Bennett Celsa 

September 29, 1998 . 
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^^Application No. 

08/980,038 



Applicant(s) 



Kaufman et al. 



Examiner 



Bennett Celsa 



Group Art Unit 
1654 




filed on 



□ Responsi 

□ This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quay/e, 1935 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire three month(sl, or thirty days, whichever 
is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

Kl Claim(s) 17-23, 27, 32, 36, and 102-145 



is/are pending in the application. 



Of the above, ciaim(s) 18, 19, 32, 36, 102-106, 108, 109, 114-113, and / iS/are withdrawn from consideration. 

□ Claim (s) is/are allowed. 

CS Ctaimls) 17, 20-23, 27, 107, 110-113, and 120 is/are rejected. 

□ Claim Is) 

□ Claims 



is/are objected to. 



are subject to restriction or election requirement. 

Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner, 

□ The proposed drawing correction, filed on is (Zbpproved Qisapproved, 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner, 

Priority under 35 U.S.C. § 119 

□ Aclcnowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

□ Ail □ Some* DNone of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 

•Certified copies not received: 

□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 

Attacliment(s) 

Kl Notice of References Cited, PTO-892 
Kl Information Disclosure Statement{s), PTO-1449, Paper No(s). 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 
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DETAILED ACTION 

Claims 17-23, 27, 32, 36 and 102-145 are currently pending. 

Claims 18-19, 32, 36, 102-106. 108-109, 114-1 19 and 121-145 are withdrawn from consideration 
as being directed to a nonelected invention. 

Claims 17,20-23, 27, 107, 110-113 and 120 are under consideration. 

Election/Restriction 

1. Applicant's election with traverse of the Group III invention (claims 17, 20-23 and 27) in 
Paper No. 10 is acknowledged. The traversal is on the ground(s) that Group IE and VI should be 
examined together since they are not independent and distinct. This is not found persuasive for 
the reasons recited in the restriction requirement e.g. the proteins comprise different lenght and 
content of amino acids (e.g., different structure) and different physicochemical characteristics; 
menas of manufacture (e.g. different recombinant constructs); different use etc. Applicna further 
argues that claim 32 is further claiming the "thrombm activated protein of claim 17" and thus are 
neither independent or distinct. However, it is clear that claim 17 requires different substitutions 
(e.g. Arg 740) and deletions (e.g, Vw binding site) not required by the protein of claim 32 and 
claim 32 requires a functional Umitation which doesn't necessitate the modifications of claim 17. 
In other words Claims 17 and 32 encompass different protein structure and/or conformations 
and/or properties as poited out in the restriction. Applicant further argues that there is not a 
serious burden of searching both the Group HI and VI inventions due to similarities in 
classification. However, as pointed out in the restriction requirement, different literature and/or 
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sequence searches would result in a burdensome search especially due to the above recited 
difference in amino acid structure, fiinction, properties and manufacture of the different proteins 
within groups III and VI. Accordingly, Groups III and VI will not be grouped together. 
Applicant fiirther argues that that claims 18 and 19 should be examined with Groups III and VI as 
being dependent on independent claim 17 and further defining the protein of claim 17. However, 
as again noted, the restriction provides reasons e.g. as to differences among protein structure 
(e.g. amino acid content and/or length), physicochemical properties, method of manufacture 
would diflFer among the proteins of Groups III, VI, XI (claim 18) and XIV (claim 19) as to result 
in independent and/or distinct proteins for restriction. Applicant further argues that claim 17 is a 
"linking clarni" without explanation,. It is not understood how claim 17 is viewed by applicant as 
a means of linking proteins which possess different protein structure, properties and means of 
manufacture. Linking clmms, with regard to restriction, usually is applicable with regard to 
composition not individual compounds. Accordingly, applicant's bare assertion of a linking claim, 
without further explanation, is not found persuasive. The requirement is still deemed proper and is 
therefore made FINAL. 

2. The election of Group in (claims 17, 20-23 and 27). It is noted that new claims 107, 1 10- 
1 13 and 120 read on the elected invention. 

3. Newly submitted claims 122-145 are directed to an invention that is independent or 
distinct from the invention originally claimed for the followmg reasons: Inventions III, VI, XI 
(claim 18) and XTV (claim 19) and claims 122-145 are related as product and process of use. 
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The inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806,05(h)). In the instant case the process for using the product as claimed can 
be practiced with another materially different product since the any of the proteins of Groups III, 
VI, XI and Xiv can be used as well as the use of whole blood transfusions or factor Viii 
concentrates. Additionally, the product as claimed can be used in a materially different process of 
usmg that product such as the use in generating antibodies, diagnostic use and in affinity 
purification of factor viii protein. The election of group III has been constructively elected by 
original presentation for prosecution on the merits. Accordingly, claims 122-145 are withdrawn 
from consideration as being directed to a non-elected invention. See 37 CFR 1.142(b) and MPEP 
§ 821.03. However, it is noted that in accordance with U.S. practice, upon the allowance of a 
compound claim within an elected compound invention , the Examiner mil consider rejoinder of 
method of use cl^s which are commensurate in scope to the allowed subject matter pursuant to 
MPEP 821.04 Rejoinder 
4. Accordingly: 

a. Claims 17-23, 27, 32, 36 and 102-145 are pending. 

B. Claims 17,20-23, 27, 107, 110-113 and 120 are under consideration. 

C. Claims 18-19, 32, 36, 102-106, 108-109, 114-1 19 and 121-145 are withdrawn from 
consideration as being directed to a nonelected invention. 
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Sequence Rule Compliance 
It is noted that the present application contain nucleotides and peptides within the purview 
of the Sequence Rules (e.g. see specification page 23). Accordingly, attached is a **Notice to 
Comply With the Sequence Listing" setting an extendable one month period for response. 

Drawings 

5. This application has been filed with informal drawings which are acceptable for 
examination purposes only. Formal drawings will be required when the application is allowed. 

Qaim Rejections - 35 USC§112 

6. The following is a quotation of the second paragraph of 35 U.S.C, 1 12: 

The specification shall conclude with one or more claims particularly pointii^ out and 
distinctly clainfiing the subject matter which the applicant regards as his invention. 

7. Claims 17, 20-23, 27, 107, 1 10-1 13 and 120 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

A. In claims 17 and 107, the structure of the human factor FVIII polypeptide which is modified 
to attain the "procoagulant-active FVIII protein) is indefinite. One needs to know the starting 
point (e.g. the initial polypeptide structure) in order to determine a final product which would 
infiinge or not infiinge the claim. Thus, the metes and bounds of the final protein are not known if 
the metes and bounds of the starting polypeptide are not described. 

B. In claims 17 and 107, the term "the B domain*' lacks antecedent basis. 
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C. In claims 17 and 107, the term "the von Willebrand factor binding site" lacks antecedent basis. 

D. In claims 17 and 107, the term "the A2- and A3- domains" lack antecedent basis. 

E. In claims 17 and 107, the phrase "a mutation at Arg740" lack? metes and bound as to what the 
metes and bounds of such mutations are. Do mutations include a deletion of Arg740 ? Only 
substitutions of Arg740 ? A covalent modification of the Arg amino acid (e.g. sidechain, peptide 
bond, hydrogen)? The nature of the mutation (e.g. natural or man-made) is unclear. 

F. Claim 22, 23, 1 12 and 1 13 the phrase "comprises residues 741 to 794 of wild-type factor 
FVin... " and "position 794 ... threonine (and leucine) lacks clear antecedent basis since claims 
17 and 107 which require deletion of the B-domain which would include these amino acid 
residues. 

G. Use of the term "comprises residues 741-794" in claims 22 and 1 12 which is dependent upon 
claims 21 and 111, respectively requiring a 54 residue spacer is confusing as to how "comprising" 
which is open ended further modifies the sequence 741-794 which is already restricted to 54 
amino acids. In other words, what additional structure is encompassed by the use of the term 
"comprising" in claims 22 and 1 12? 

H. Use of the term "residue(s)" in claims 21-23 and claims 111-113 should specify "amino acid 
residues" if that is what is intended. If not, the claim is indefinite as to what structure outside of 
an "amino acid" is encompassed. 
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8. Claims 22, 23, 1 12 and 1 13 are objected to under 37 CFR 1.75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. The phrase 
"comprises residues 741 to 794 of wild-type factor FVIIL., " and "position 794 ... threonine (and 
leucine)" which include B-domain amino acid residues (up to the entire B-domain) fail to limit 
claimsl? and 107 that requires deletion of the B-domain. Claims 22 and 112 which recite the 
term ^'comprises residues 741-794" fail to further limit claims 21 and 111, respectively that 
require the spacer be limited to 54 residues; use of the term "comprising" is open ended and 
would include a spacer which is larger than 54 amino acid residues. Applicant is required to 
cancel the claim(s), or amend the daim(s) to place the claim(s) in proper dependent form, or 
rewrite the claim(s) in independent form. . 

aaim Rejections - 35 USC § 102 

9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this OflBce action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in 
this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign countiy or in public use or 
on sale in this countiy, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fulfilled the requirements of paragraphs (1), (2), and (4) of section 37 1(c) of this title before the invention 
thereof by the applicant for patent 
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10. Claims 17, 27, 107 and 120 are rejected under 35 U.S.C. 102(b) as being anticipated by 
WPIDS English Abstract 88-3621 13 of EP 295597 (12/88). The EP reference discloses a factor 8 
derivative compound and its preparation in pharmaceuticals for treating hemophilia which lacks 
both the B domain and the vWF binding site (e.g. lacks 741-1689: wherein the B domain is 741- 
1648 and the vWF binding site is 1649-1689) and which possesses a mutated Arg-740 which acts 
an amino acid sequence spacer which connects the A1-A2 segment to the C1-C2 segment., 

aaim Rejections - 35 USC § 103 

1 1 . The following is a quotation of 35 U.S.C, 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

12. Claims 17, 20-22, 27, 107, 110-1 12 and 120 are rejected under 35 U.S.C, 103(a) as being 
unpatentable over WPIDS Abstract 88-3621 13 of EP 295597 (12/88) and Kaufinan et al., U.S. 
Pat. No. 5,451,521 (9/95).. 

The EP reference discloses a factor 8 derivative compound and pharmaceuticals for 
treating hemophilia which lacks both the B domain and the vWF binding site (e.g. lacks 741-1689: 
wherein the B domain is 741-1648 and the vWF binding site is 1649-1689) and which possesses a 
mutated Arg-740 which acts an amino acid sequence spacer which connects the A1-A2 segment 
to the C1-C2 segment. The EP reference differs from the presently claimed invention by failing to 
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recite the Arg-740 mutation (e.g. Arg to Ala) and the use of a spacer which comprises a B- 
domain peptide. However, the Kaufman reference discloses the making of procogulant factor VIII 
derivatives of formula A-X-B wherein A is 1-372 and B is 1690-2332 and X is a linking moiety 
which may comprise 0-1316 amino acids especially those amino acids selected from the sequence 
Arg-372 to Ser-1690 with a preferred embodiment incorporating Arg 372-Arg740 (e.g. see col. 
8-9). Thus, Kaufman provides motivation to the skilled artisan to attach the A1-A2 heavy chain 
fragment to the light chain C1-C2 fragment utilizing amino acid linkers derived from the B chain 
of any length; of which is not critical. The Kaufman reference further teaches the replacement of 
Arg residues at position 740 (e.g. see Abstract) with non-conservative amino acid substitutions, 
including He, in order to obtain proteolytic resistance (e.g. see col. 2, lines 40-67 and Table II in 
col 9). Accordingly, the substitution of Arg 740 with other nonconservative amino acids which 
possess similar side chain properties to He (e.g. aliphatic non-charged e.g. nonpolar), such as 
alanine or valine would have been obvaous to one of ordinary skill in the art who wishes to obtain 
further proteolytic resistant derivatives. Thus, the modification of the EP reference peptide to 
incorporate a linking peptide which comprises B-chain residues and the further substitution of Arg 
with aliphatic non-charged amino acid residues (e.g. He, Val or Ala) would have been obviious in 
view of the teaching of the Kaufinan reference to use such modifications in order to make 
procoagulant proteins. 
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General information regarding further correspondence 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Examiner Celsa whose telephone number is (703) 305-7556. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Cecilia Tsang, can be reached at (703)308-0254. 

Any inquiry of a general nature, or relating to the status of this application, should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 

Bennett Celsa 

January 19, 1999 
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requirements that may be present in the last Office action, and since the claims are now allowable, this completed form is considered to fulfill the 
response requirements f the last Office action. Applicant is not relieved from providing a separate record of the substance of the interview unless 
box 1 above is also checked. 
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UNITED STATES DEPARTMENT OF COMMERCE 
Patent and Trademark Office 

COMMISSIONER OF PATENTS AND TRADEMARKS 
Washington, O.C, 20231 



SERIAL NUMBER 


FILING DATE 


FIRST 

NAMED APPLICANT 


ATTORNEY DOCKET NO. 





EXAMINER 



ART UNIT 



PAPER NUMBER 



"DATE MAILED: 

Please find below a communication from the EXAMINER in charge of this application 

Commissioner of Patents 



This application contains sequence disclosures that are encompassed by 
the definitions for nucleotide and/or amino acid sequences set forth in 
37 C.F.R. § 1.821(a)(1) and (a)(2). However, this application fails to 
comply with the requirements of 37 C.F.R. §§ 1.821-1.825 for the 
reason (s) set forth on the attached Notice To Comply With Requirements 
For Patent Applications Containing Nucleotide Sequence And/Or Amino Acid 
Sequence Disclosures . 



2. Any inquiry concerning this communication should be directed to Examiner 
Celsa, Art Unit arS-aHrr whose telephone number is (703) 305-7556. 

3 Any inquiry of a general nature or relating to the status of this 
application should be directed to the Group receptionist whose telephone 
number is (703) 308-0196. 

4 . Any questions regarding compliance with the sequence rules requirements 

specifically should be directed to the departments listed at the bottom 
of the Notice to Comply. \ • 

5 APPLICANT IS GIVEN ONE MONTH FROM THE DATE OF THIS LETTER WITHIN WHICH 
TO COMPLY WITH THE SEQUENCE RULES, 37 C.R.F. §§ 1.821-1,825. Failure to 
comply with these requirements will result in ABANDONMENT of the 
application under 37 C.F.R. § 1.821(g). Extensions of time may be 
obtained by filing a petition accompanied by the extension fee under the 
provisions of 37 C.F.R. § 1.136. In no case may an applicant extend the 
period for response beyond the six month statutory period. Direct the 
response to the undersigned. Applicant is recpaested to return a copy of 
the attached Notice to Comply with the response. 



<a I MAY 11 aWI • plication No. O\/^SQ^ 0^ 

NOTICE TO COl|pLY WITH,^EQUIREMENTS FOR PATENT APPLICATIONS CONTAINING 
NUCLEOTIDE SBBl^^^hiOIOR AMINO ACID SEQUENCE DISCLOSURES 

The nucleotide and/or amino add sequence disclosure contained in this application does not comply with the requirements 
for such a disclosure as set forth in 37 CFR 1 .821 - 1 .825 for the following reason(s): 



□ 



□ 



□ 



1 . This application deariy fails to comply with the requirements of 37 CFR 1 .821 - 1 .825. Applicant's attention is 
directed to these regulations, published at 1114 OG 29, May 15, 1990 and at 55 FR 18230, May 1, 1990. 

2. This application does not contain, as a separate part of the disclosure on paper copy, a "Sequence Listing" as 
required by 37 CFR 1 ,821 (c). ^ 

3. A copy of the "Sequence Listing" in computer readable form has not been submitted as required by 37 CFR 1.821(e). 

4. A copy of the "Sequence Listing" in computer readable form has been submitted. However, the content of the 

computer readable form do^g not comply witfi the requirements of 37 CFR 1.822 and/or 1.823, as indicated on the 
attached marked-ijp copy of the "Raw Sequence Listing." 

5. The computer readable form that has been filed with this application has been found to be damaged and/or 

unreadable as indicated on the attached CRF Diskette Problem Report. A substitute computer readable form must be 
submitted as required by 37 CFR 1 .825(d). 

6. The paper copy of the "Sequence Listing" is not the same as the computer readable form of the "Sequence Listing" 
as required by 37 CFR 1.821(e). 



□ 



7, Other: 



Applicant must provide: 

An initial or substitute computer readable form (CRF) copy of the "Sequence Listing" 

An initial or substitute paper copy of the "Sequence Listing", as well as an amendment directing its entry into the 
specification 

A statement that the content of the paper and computer readable copies are the same and, where applicable, include no 
new matter, as required by 37 CFR 1.821(e) or 1.821(f) or 1.821(g) or 1.825(b) or 1.825(d) 

For questions regarding compliance with these requirements, please contact: 

For Rules Interpretation, call (703) 308-1123 
For CRF submission help, call (703) 308-4212 
For Palentin software help, call (703) 308-6856 



Please return a copy of this notice with your response. 
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proceeding. 

Commissioner of Patents and Trad marlcs 
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Kl Responsive' to communicatlon(s) filed on Jul 20, 2000 . 

Kl This action is FINAL. 

□ Since this application is in condition for allowance except for formal nnatters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire three month(s), or thirty days, whichever 
is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133), Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

H C!aim(s) 77-23, 27, 32, 36, and 102-147 



is/are pending in the application. 



Of the above, claim{s) 18, 19, 32, 36, 102-106, 108, 109, 114-119, and / iSiare withdrawn from consideration. 

□ Claim (s) is/are allowed. 

Kl Claim(s) 17, 20-23, 27, 107, 110-113, 120, 146, and 147 is/are rejected. 

□ Claim (si' is/are objected to. 

□ Claims are subject to restriction or election requirement. 

Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Cipproved disapproved. 

□ The specification is obj,ected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119la)-(d). 

□ All □ Some* DNone of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 

*Certified copies not received: 

□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 

Attachment(s) 

□ Notice of References Cited, PTO-892 

□ Information Disclosure Statement(s), PTO-1449, Paper No(s). 

Kl Interview Summary, PTO-413 

□ Notice of Draftsperson*s Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 
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Art Unit: 1627 



DETAILED ACTION 
Continued Prosecution Application 
1 The request filed on 7/20/00 in paper no. 23 for a Continued Prosecution Application 
(CPA) under 37 CFR 1.53(d) based on parent Application No. 08/980,038 is acceptable and a 
CPA has been established. An action on the CPA follows. 

2. ^ The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Status of the Claims 

Claims 17-23, 27, 32, 36 and 102-147 are currently pending (claims 146 and 147 are newly 
added).. 

Claims 18-19, 32, 36, 102-106, 108-109, 114-1 19 and 121-145 are withdrawn from consideration 
as being directed to a nonelected invention. 

Claims 17,20-23, 27, 107, 110-113, 120, 146 and 147 are under consideration. 

Outstanding Objection(s) and Rejection(s) 

3. Claims 17, 20-23, 27, 107, 1 10-1 13, 120, 146 and 147 are rejected under 35 

U.S.C. 1 12, second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 

A. In claims 17 and 107, the structure of the human factor FVIII polypeptide which is modified 
to attain the "procoagulant-active FVIII protein) is indefinite. One needs to know the starting 
point (e.g. the initial polypeptide structure) in order to determine a final product which would 
infiinge or not infiinge the claim. Thus, the metes and bounds of the final protein are not known if 
the metes and bounds of the starting polypeptide are not described. 
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B. In claims 17 and 107, the term "the B domain" lacks antecedent basis. 

C. In claims 17 and 107, the term "the von Willebrand factor binding site" lacks antecedent basis. 

D. In'claims 17 and 107, the term "the A2- and A3- domains" lack antecedent basis. 

E. In claims 17 and 107, the phrase "a mutation at Arg740" lacks metes and bound as to what the 
metes and bounds of such mutations are. Do mutations include a deletion of Arg740 ? Only 
substitutions of Arg740 ? A covalent modification of the Arg amino acid (e.g. sidechain, peptide 
bond, hydrogen)? The nature of the mutation (e.g. natural or man-made) is unclear. 

F. Claim 22, 23, 112, 1 13, 146 and 147 the phrase "comprises residues 741 to 794 of wild-type 
factor FVIII... " arid "position 794 ... threonine (and leucine) lacks dear antecedent basis since 
claims 17 and 107 which require deletion of the B-domain which would include these amino acid 
residues. Additionally, with respect to new claims 146 and 147, "comprising" would encompass 
the entire B-domain which is contradictory to the claimed absence of the B-domain. 

4. Claims 146 and 147 are objected to under 37 CFR 1 .75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. The phrase 
"comprises residues 741 to 794 of wild-type factor FVIII... " and "position 794 ... threonine (and 
leucine)" which include B-domain amino acid residues (up to the entire B-domain) fail to limit 
claims 17 and 107 that requires deletion of the B-domain. Applicant is required to cancel the 
claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the 
claim(s) in independent form. , 

5. Claims 17, 27, 107 and 120 are rejected under 35 U.S.C, 102(b) as being anticipated by 
WPIDS English Abstract 88-3621 13 or EP 295597 (12/88) (which is attached for applicant's 
convenience). 

The EP reference discloses a factor 8 derivative compound and its preparation in 
pharmaceuticals for treating hemophilia which lacks both the B domain and the vWF binding site 
(e.g. lacks 741-1689: wherein the B domain is 741-1648 and the vWF binding site is 1649-1689) 
and which possesses a mutated Arg- 740 which acts an amino acid sequence spacer which 
connects the A1-A2 segment to the C1-C2 segment. The reference further discloses that "the new 
protejn possesses a rapid activation by thrombin aside from a procoagulation activity that is very 
smililar to one of the authentic protein and biologic half-value time" (e.g. see translation at page 
2, lines 9-12). Thus the reference protein is stable and possesses a good specific activity. 
Accordingly, the reference meets the critical chemical claim limitations (e.g. absence of a B 
domain and Vwf binding site; and presence of a linking amino acid) and possesses improved 
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properties and thus would be expected to "inherently" possess the same conformational structure 
upon thrombin activation as presently claimed. See MPEP 21 12.02 and //? re Spada, 15 USPQ2d 
1655,1658 (Fed. Cir, 1990)("Products of identical chemical composition can not have mutually 
exclusive properties"). The Examiner lacks the facilities to test the reference protein to see if it 
meets functional limitations; thus placing the burden directly on applicant (e.g. See In re Brown, 
173 USPQ 685,688 (CCPA 1972) ) . 

6. Claims 17, '20-22, 27, 107, 1 10-1 12, 120, 146 and 147 are rejected under 35 
U.S.C. 103(a) as being unpatentable over WPIDS Abstract 88-3621 13 of EP 295597 (or 
translation thereof) (12/88) and Kaufman et al, U.S. Pat. No. 5,451,521 (9/95),, 

The EP reference discloses a factor 8 derivative compound and pharmaceuticals for 
treating hemophilia which lacks both the B domain and the vWF binding site (e.g. lacks 741-1689: 
wherein the B domain is 741-1648 and the vWF binding site is 1649-1689) and which possesses a 
mutated Arg-740 which acts an amino acid sequence spacer which connects the A1-A2 segment 
to the C1-C2 segment. The EP reference differs from the presently claimed invention by failing to 
recite the Arg-740 mutation (e.g. Arg to Ala) and the use of a spacer which comprises a B- 
domain peptide. 

However, the Kaufman reference discloses the making of procogulant factor VIII 
derivatives of formula A-X-B wherein A is 1-372 and B is 1690-2332 and X is a linking moiety 
which may comprise 0-1316 amino acids especially those amino acids selected from the sequence 
Arg-372 to Ser-1690 with a preferred embodiment incorporating Arg 372-Arg740 (e.g. see col. 
8-9). Thus, Kauftnan provides motivation to the skilled artisan to attach the A1-A2 heavy chain 
fragment to the light chain C1-C2 fragment utilizing amino acid linkers derived from the B chain 
of any length; of which is not critical. The Kaufman reference fiirther teaches the replacement of 
Arg residues at position 740 (e.g. see Abstract) with non-conservative amino acid substitutions, 
including He, in order to obtain proteolytic resistance (e.g. see col. 2, lines 40-67 and Table II in 
col. 9). Accordingly, the substitution of Arg 740 with other nonconservative amino acids which 
possess similar side chain properties to He (e.g. aliphatic non-charged e.g. nonpolar), such as 
alanine or valine would have been obvious to one of ordinary skill in the art who wishes to obtain 
further proteolytic resistant derivatives. Thus, the modification of the EP reference peptide to 
incorporate a linking peptide which comprises B-chain residues and the further substitution of Arg 
with aliphatic non-charged amino acid residues (e.g. He, Val or Ala) would have been obviious in 
view of the teaching of the Kauftnan reference to use such modifications in order to make 
procoagulant proteins. 

Accordingly, the EP reference combined v^ath the Kaufman reference render obvious 
proteins within the scope of the presently claimed invention. Accordingly, the above reference(s) 



Application/Control Number: 08/980,038 
Art Unit: 1627 



Page 5 



meet the critical chemical claim limitations (e.g. absence of a B domain and Vwf binding site; and 
presepce of a linking amino acid) and possesses improved properties and thus would be expected 
to possess the same conformational structure upon thrombin activation as presently claimed. See 
MPEP 2112.02 mdlnre Spada, 15 USPQ2d 1655,1658 (Fed. Cir. 1990)("Products of identical 
chemical composition can not have mutually exclusive properties")- The Examiner lacks the 
facilities to test reference protein (s) to see if it meets fiinctional limitations; thus placing the 
burden directly on applicant (e.g. See In re Brown, 173 USPQ 685,688 (CCPA 1972) ) . 

7. Claims 17 and 107 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a„way as to reasonably convey 
to one skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention (e.g. New Matter Rejection). 

Applicant's newly added fianctional/conformational limitation is clearly broader than that 
described on page 9, line 6-1 1 which is limited to thrombin activation, with the fiirther description 
of the covalent association of the A2 domain with the light chain.. 

8. ' This is a CPA of applicant's earlier Application No. 08/980,038. All claims are drawn to 
the same invention claimed in the earlier application and could have been finally rejected on the 
grounds and art of record in the next Office action if they had been entered in the earlier 
application. Accordingly, THIS ACTION IS MADE FINAL even though it is a first action in 
this case. See MPEP § 706.07(b). Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortenejd statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated firom the mailing date of the advisory action. In no, however, 
event will the statutory period for reply expire later than SIX MONTHS from the mailing date of 
this final action. 
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General information regarding further correspondence 



Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Examiner Celsa whose telephone number is (703) 305-7556. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Jyothsna Venkat (art unit 1627), can be reached at (703)308-0570. 

Any inquiry of a general nature, or relating to the status of this application, should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 

Bennett Celsa (art unit 1627) 



October 2, 2000 



BENNETT CELSA 
PRIMARY EXAMINER 
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DATE MAILED: 

EXAMINER INTERVIEW SUMMARY RECORD 
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Claims discussed: ' " < i?' 



Identification of prior art discussed: . 



Description of the general nature of whiat was agreed to if an agreement was reached, or any other comments: 



(A fuller description, if necessary, and a copy of the amendments, if available, which the examiner agreed would render the claims allowable must be 
attached. Also, where no copy of the amendments which would r nder th claims aliowabi is available, a summary thereof must be attached.) 
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not necessary for applicant to provid aseparat record of tiie substance ftiieint rvlew. 
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requirements that may be present In th last Office action, arui since the daims are now aliowabi , this completed fomi is consid red to fulfill the 
response requirements of th last Office action. Applicant Is not relieved from providing a sej>a^e record f the«^b^{^nce of the interview unless 
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Assistant Commissioner for Patents 
Washington, D.C. 20231 



Re: U.S. Patent Application Serial No. 08/980,038 (CPA filed herewith) 
Applicants: Randal J. Kaufman, et al. 
Title: INACTIVATION RESISTANT FACTOR VIII 
Filed: November 26, 1997 
Examiner: Celsa, B., Group Art Unit: 1654 
Attorney Docket No. : UNIV- 1 1 84CPCPA 

Dear Sir: 

I enclose herewith for filing in the above-identified application the following: 

1 . Continued Prosecution Application (CPA) Request Transmittal (in duplicate); 

2. Request for Five-Month Extension of Time; 

3. Checks in the amount of $345.00 (appln fee) and $925.00(extension fee); and 

4. A return postcard. 

Please charge any deficiencies in late fees to our Deposit Account No. 12-0080. The 
undersigned requests any extensions of time necessary to respond. A duplicate of this sheet is 
enclosed. 



"Express Mail" mailing label number EL 373212392 US 
Date of Deposit July 20> 2000 



I hereby certify that this paper or fee is being deposited with the United States 
Postal Service "Express Mail Post Office to Addressee" service under 37 CFR 1 .10 
on the date indicated above and is addressed to BOX CPA, Assistant Conunissioner 
for Patents, Washington. DC 2023 1 >- 



Viriato G.Cardoso 
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LAfflVE & COCKFIELD, LLP 
Attoni^s at Law 
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DeAnn F. Smith, Esq. 
Registration No. 36,683 
28 State Street 
Boston, MA 02109 
Telephone - 617-227-7400 
Facsimile -617-742-4214 
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Group Art Unit: 1654 
Examiner: Celsa,B. 



BOX CPA 

Assistant Commissioner for Patents 
Washington, D.C. 20231 



REQUEST FOR FIVE-MONTH EXTENSION OF TIME 

Dear Sir: 

Appellants request an extension of time for filing the Appeal Brief for five 
months from February 21, 2000 to July 21, 2000. In lieu of an Appeal Brief, a 
Continued Prosecution Application (CPA) is being filed concurrently. Enclosed is a 
check which covers the appropriate fee of $925.00 based on small entity status. 

Please charge any underpayments or credit any overpayments to our Deposit 
Account No. 12-0080. A duplicate of this sheet is enclosed. 



"Express Mail* mailing label number EL 3732 12392 US 
Date of Deposit July 20. 2000 



I hereby certify thai this paper or fee is being deposited with the United States 
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for Patcjjls. Washington, DC 20231 
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months from February 21, 2000 to July 21, 2000. In lieu of an Appeal Brief, a 
Continued Prosecution Application (CPA) is being filed concurrently. Enclosed is a 
check which covers the appropriate fee of $925.00 based on small entity status. 

Please charge any underpayments or credit any overpayments to our Deposit 
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Assistant Commissioner for Patents 
Box AF 

Washington, D.C. 20231 

Re: U.S. Serial No. 08/980,038 - Filed November 26, 1997 
Title: INACTIVATION RESISTANT FACTOR VIII 
Applicants: Randal J. Kaufman et al. 
Attorney Docket No.: UMV-1 1 84CP 

Dear Sir: 

I enclose herewith for filing in the above-identified application the following: 

1 . Notice From The Primary Examiner To The Board Of Patent 
Appeals And Interferences; 

2. Request for Three-Month Extension of Time; and 

3. Checks for $150,00 (appeal) and $435.00 (extension). 

Please charge any necessary fees to our Deposit Account No. 12-0080. The undersigned 
requests any extensions of time necessary to respond. 



Cerflflcate of First Class Mailing (37 CFR 1.8(a)) 

I hereby certify that this correspondence is deposited with the 
United States Postal Service as first class mail in an envelope 
addressed to: Assistant Commissioner for Patents, Box AF, 
Washington, DC 20231 on: 



December 21, 1999 
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LAHIVE & COCKFIELD, LLP 



DeAnn F. Smith, Esq. 
Reg. No. 36,683 
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Assistant Commissioner for Patents 
Box AF 

Washington, D.C. 20231 

NOTICE OF APPEAL FROM THE PRIMARY EXAMINER TO 
THE BOARD OF PATENT APPEALS AND INTERFERENCES 

Dear Sir: 

Applicant hereby appeals to the Board of Patent Appeals and Interferences from the decision 
dated June 30, 1999 of the Primary Examiner finally rejecting claims 17, 20-23, 27, 107, 1 10-1 13, 
120, 146 and 147. 

The Appeal Fee of $150.00 for small entity is enclosed. If for any reason the fee is 
insufficient, please charge the balance to Deposit Account 12-0080 of the undersigned attorneys. 
A duplicate of this sheet is enclosed. 
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addressed to: Assistant Commissioner for Patents, Box AF, 
Washington, DC 20231 on: 
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Group Art Unit: 1654 
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Assistant Commissioner for Patents 
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Washington, D.C. 20231 



REQUEST FOR THREE-MONTH EXTENSION OF TIME 

Dear Sir: 

Applicants request a three-month extension of time pursuant to 37 CFR 1.136(a) in which 
to respond to the outstanding Office Action dated June 30, 1999. In lieu of a response, a Notice 
of Appeal is being filed concurrently herewith. 

Enclosed is a check which covers the appropriate fee of $435.00 based on small entity 
status. Please charge any underpayments or credit any overpayments to our Deposit Account 
No. 12-0080. A duplicate of this sheet is enclosed. 
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I hereby certify that this correspondence is deposited with the 
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DeAnn F. Smith, Esq., Reg. No. 36,683 



Respectfully submitted, 




DeAnn F. Smith, Esq. 

Reg. No. 36,683 

LAfflVE & COCKFIELD, LLP 

28 State Street 

Boston, MA 02109 

(617) 227-7400 



Dated: December 21, 1999 
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Summary 



Application No. 
08/980,038 



Applicant(s) 



Kaufman et al. 



Examiner 



Bennett Cetsa 



Group Art Unit 
1654 




(S Responsive to communication(s) filed on Apr 2h 1999 



Kl This action/Is FINAL. 

□ Since this ^Aalica-tkjfus in condition for allowance except for formal matt5rsHJn)s^cution as to the merits is closed 
in accordance with the practice under Ex parte Quayfe, 1935 CD. O.G. 213. 

/onth(s), or thirty days, whichever 
^ period for response will cause the 



A shortened statutory period for response to this action is set to expire 




Is longer, from the mailing date of this communication. Failure to responis 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

Kl Claim(s) 77-2:?. 27, 32. 36. and 102-147 



is/are pending in the application. 



Of the above, claim(s) 18, 19, 32, 36, 102-106, 108, 109, 114-119, and m are withdrawn from consideration. 

□ Claim(s) is/are allowed. 

H Claim (s) 17, 20-23, 27, 107, 110-113, 120, 146, and 147 is/are rejected. 

□ Claim (s) 's/are objected to. 

□ Claims a''^ subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

is/are objected to by the Examiner. 
is Llpproved Qjisapproved. 



□ The drawing(s) filed on 



□ The proposed drawing correction, filed on 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

□ All L Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received, 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 

Attachmentis) 

Kl Notice of References Cited, PTO-892 

□ Information Disclosure Statement(s), PTO-1449, Paper No(s). 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 
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Response to Amendment 

Applicant's amendment dated 4/21/99 is acknowledged. 
1. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Status of the Claims 

Claims 17-23, 27, 32, 36 and 102-147 are currently pending (claims 146 and 147 are newly 
added).. 

Claims 18-19, 32, 36, 102-106, 108-109, 114-119 and 121-145 are withdrawn from consideration 
as being directed to a nonelected invention. 

Claims 17,20-23, 27, 107, 110-1 13, 120, 146 and 147 are under consideration. 

Sequence Rule Compliance 
Applicant's Sequence listing submitted on 2/4/99 has been received and entered. 

Withdrawn Ohjection(s) and Rejection(s) 
The indefinite rejection in items G. and H. of the prior office action have been overcome 
by applicant's amendment. 
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Outstanding Obiection(s) and Rejection(s) 

2. Claims 17,20-23, 27, 107, 110-113, 120, 146 and 147 are rejected under 35 

U.S.C. 1 12, second paragraph, as being indefinite for failing to particularly point out and distinctly 

claim the subject matter which applicant regards as the invention. 

A. In claims 17 and 107, the structure of the human factor FVIII polypeptide which is modified 
to attain the "procoagulant-active FVIII protein) is indefinite. One needs to know the starting 
point (e.g. the initial polypeptide structure) in order to determine a final product which would 
infringe or not infringe the claim. Thus, the metes and bounds of the final protein are not known if 
the metes and bounds of the starting polypeptide are not described. 

B. In claims 17 and 107, the term "the B domain" lacks antecedent basis. 

C. In claims 17 and 107, the term "the von Willebrand factor binding site" lacks antecedent basis. 

D. In claims 1 7 and 107, the term "the A2- and A3- domains" lack antecedent basis. 

E. In claims 1 7 and 107, the phrase "a mutation at Arg740" lacks metes and bound as to what the 
metes and bounds of such mutations are. Do mutations include a deletion of Arg740 ? Only 
substitutions of Arg740 ? A covalent modification of the Arg amino acid (e.g. sidechain, peptide 
bond, hydrogen)*^ The nature of the mutation (e.g. natural or man-made) is unclear. 

F. Claim 22, 23, 11 2, 1 13, 1 46 and 1 47 the phrase "comprises residues 741 to 794 of wild-type 
factor FVIII... " and "position 794 ... threonine (and leucine) lacks clear antecedent basis since 
claims 17 and 107 which require deletion of the B-domain which would include these amino acid 
residues. Additionally, with respect to new claims 146 and 147, "comprising" would encompass 
the entire B-domain which is contradictory to the claimed absence of the B-domain. 

Discyssmi 

Applicant's arguments directed to the above indefinite rejections were considered but 
deemed nonpersuasive for the following reasons. 

In response to item a. above applicant argues that the term "procoagulant-active FVIII 
protein" is clear citing prior issued patents in support and the specification disclosure of DNA 
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sequences encoding human FVIII protein. However, the Examiner is confused with the starting 
structure thai is used to derive the "procoagulant-active FVIII protein". This is conftising to the 
Examiner since the claim recites "a human Factor VIII polypeptide that is modified" which 
implies that there is multiple human factor VIII polypeptides which may be the human form or 
some other modification thereof Simply amending to delete "a" would clarify the scope of the 
claim to be consistent with applicant's argument and the disclosure. 

With respect to items B)-D) above, applicant argues that human factor VIII protein is well 
known in the art. Applicant's argument will have merit upon clarification of the above item a. 
issue. Until then the above rejections for improper antecedent basis are retained, since the starting 
material (e.g. a human Factor VIII polypeptide that is modified) is still indefinite and thus 
incapable of providing proper antecedent basis. Additionally, it is noted that chemical structure 
which is necessary for claim interpretation (e.g. the various regions of human factor VIII) should 
be in the claim, since the Examiner cannot read critical claim limitations into the claim and 
applicant is under a duty to provide a clear indication as to what chemical structure will or will 
not infringe the presently claimed invention. 

With respect to item E) above applicant argues that the term "mutation" refers to any 
alteration including but not limited to, substitutions, insertions and deletions citing the 
specification on page 10, lines 25-26 and Example 3 showing a single Arg740 mutation. 
However, the specification definition is cleariy open ended (e.g. " including but not limited to") 
and thus is not strictly limited to "substitutions, insertions and deletions". Additionally, there is no 
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recitations as what chemical entity or entities are substitutable or insertable at the Arg740 position 
nor are the possible substituents limited in length, conformation, chemical properties or any other 
parameter. The demonstration of a single amino acid substitution (e.g. Example 3) does not serve 
to limit the metes and bounds of the presently claimed invention. Additionally, it is further unclear 
as to how such a mutation occurs. 

With respect to item F. above applicant argues that the claimed human FVIII although B- 
domainless can nevertheless contain a portion of the B-domain which is a called a linker. 
Applicant's argument is misguided. For use of the term "comprising" in new claims 146 and 147 
would encompass the entire B-domain, forcing applicant to argue that the claim encompasses a 
protein which is both B-domainless but yet also contains a B-domain. The claimed language is 
clearly confusing since it requires the absence of the B-domain, yet applicant's depended claim 
encompasses the partial to total presence of such a domain regardless of how it is labeled (e.g. as 
a linker or otherwise). 

With respect to item G. above it is noted that this rejection, although no longer applicable 
to claims 
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3. Claims 146 and 147 are objected to under 37 CFR 1 .75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. The phrase 
"comprises residues 741 to 794 of wild-type factor FVIII.., " and "position 794 ... threonine (and 
leucine)" which include B-domain amino acid residues (up to the entire B-domain) fail to limit 
claims 1 7 and 107 that requires deletion of the B-domain. Applicant is required to cancel the 
claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the 
claim(s) in independent form. . 

Discussion 

Applicant's argument and amendment were considered with regard to the above revised 
objection, but deemed only partially persuasive with respect to claims 22-23 and 1 12-1 13 only. 
It is noted that the above objection was modified in response to applicant's amendment which 
added new claims 146 and 147. Applicant has failed to present a persuasive argument as to how a 
B-domainless generic claim is narrowed by dependent claims which encompass B-domain 
containing peptides. 

Claim Rejections - 35 USC § 102 

4, Claims 17, 27, 107 and 120 are rejected under 35 U.S.C. 102(b) as being anticipated by 
WPIDS English Abstract 88-3621 13 or EP 295597 (12/88) (which is attached for applicant's 
convenience). 

The EP reference discloses a factor 8 derivative compound and its preparation in 
pharmaceuticals for treating hemophilia which lacks both the B domain and the vWF binding site 
(e.g. lacks 741-1689: wherein the B domain is 741-1648 and the vWF binding site is 1649-1689) 
and which possesses a mutated Arg-740 which acts an amino acid sequence spacer which 
connects the A1-A2 segment to the 01 -C2 segment. The reference further discloses that "the new 
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protein possesses a rapid activation by thrombin aside from a procoagulation activity that is very 
smililar to one of the authentic protein and biologic half-value time" (e.g. see translation at page 
2, lines 9-12). Thus the reference protein is stable and possesses a good specific activity. 
Accordingly, the reference meets the critical chemical claim limitations (e.g. absence of a B 
domain and Vwf binding site; and presence of a linking amino acid) and possesses improved 
properties and thus would be expected to "inherently" possess the same conformational structure 
upon thrombin activation as presently claimed. See MPEP 21 12.02 and In re Spada, 15 USPQ2d 
1655,1658 (Fed. Cir. 1990)("Products of identical chemical composition can not have mutually 
exclusive properties"). The Examiner lacks the facilities to test the reference protein to see if it 
meets ftinctional limitations; thus placing the burden directly on applicant (e.g. Stein re Brown, 
173 USPQ 685,688 (CCPA 1972) ) . 

Discussion 

Applicant's arguments directed to the above rejection were considered but deemed 
nonpersuasive for the following reasons. Initially it is noted that the above rejection was modified 
in response to applicant's amendment. Applicant argues that the reference fails to disclose a 
"spacer". However, the reference clearly teaches a protein which possesses a mutated Arg-740 
which acts an amino acid sequence spacer which connects the A1-A2 segment to the C1-C2 
segment. Thus, chemically the reference compound meets the presently claimed spacer limitation. 
Applicant argues that the reference fails to disclose both a mutation at Arg 740 and an amino acid 
sequence spacer. However, the reference clearly does teach a mutated Arg-740 which acts an 
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amino acid sequence spacer which connects the A1-A2 segment to the C1-C2 segment. 
Accordingly, the reference discloses a protein that contains all the elements of the presently 
claimed invention. The presently claimed invention does not preclude the interpretation that the 
mutated amino acid can also serve as the spacer. With regard to to applicant's 
functional/conformational limitation language it is noted that fiinctional activity would inherently 
flow from a compound that possesses chemical structure within the scope of the presently claimed 
invention; unless demonstrated otherwise. Accordingly, the above rejection, as modified, is hereby 
retained. 

Claim Rejections - 35 USC§ 103 

5. Claims 17, 20-22, 27, 107, 1 10-1 12, 120, 146 and 147 are rejected under 35 
U.S.C. 103(a) as being unpatentable over WPEDS Abstract 88-362113 of EP 295597 (or 
translation thereof) (12/88) and Kaufman et al., U.S. Pat. No. 5,451,521 (9/95).. 

The EP reference discloses a factor 8 derivative compound and pharmaceuticals for 
treating hemophiha which lacks both the B domain and the vWF binding site (e.g. lacks 741-1689: 
wherein the B domain is 741-1648 and the vWF binding site is 1649-1689) and which possesses a 
mutated Arg-740 which acts an amino acid sequence spacer which connects the A1-A2 segment 
to the C 1 -C2 segment. The EP reference differs from the presently claimed invention by failing to 
recite the Arg-740 mutation (e.g. Arg to Ala) and the use of a spacer which comprises a B- 
domain peptide. 

However, the Kaufman reference discloses the making of procogulant factor VTII 
derivatives of formula A-X-B wherein A is 1-372 and B is 1690-2332 and X is a linking moiety 
which may comprise 0-1316 amino acids especially those amino acids selected from the sequence 
Arg-372 to Ser-1690 with a preferred embodiment incorporating Arg 372-Arg740 (e.g. see col, 
8-9). Thus, Kaufman provides motivation to the skilled artisan to attach the A1-A2 heavy chain 
fragment to the light chain C1-C2 fragment utilizing amino acid linkers derived from the B chain 
of any length; of which is not critical. The Kaufinan reference further teaches the replacement of 
Arg residues at position 740 (e.g. see Abstract) with non-conservative anrnno acid substitutions, 
including He, in order to obtain proteolytic resistance (e.g. see col. 2, lines 40-67 and Table n in 
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col. 9). Accordingly, the substitution of Arg 740 with other nonconservative amino acids which 
possess similar side chain properties to He (e.g. aliphatic non-charged e.g. nonpolar), such as 
alanine or valine would have been obvious to one of ordinary skill in the art who wishes to obtain 
further proteolytic resistant derivatives. Thus, the modification of the EP reference peptide to 
incorporate a linking peptide which comprises B-chain residues and the further substitution of Arg 
with aliphatic non-charged amino acid residues (e.g. He, Val or Ala) would have been obviious in 
view of the teaching of the Kaufman reference to use such modifications in order to make 
procoagulant proteins. 

Accordingly, the EP reference combined with the Kaufman reference render obvious 
proteins within the scope of the presently claimed invention. Accordingly, the above reference(s) 
meet the critical chemical claim Umitations (e.g. absence of a B domain and Vwf binding site; and 
presence of a linking amino acid) and possesses improved properties and thus would be expected 
to possess the same conformational structure upon thrombin activation as presently claimed. See 
MPEP 2112.02 and In re Spada, 15 USPQ2d 1655,1658 (Fed. Cir. 1990)CTroducts of identical 
chemical composition can not have mutually exclusive properties"). The Examiner lacks the 
facilities to test reference protein (s) to see if it meets fiinctional limitations; thus placing the 
burden directly on applicant (e.g. See Ir) re Brown, 173 USPQ 685,688 (CCPA 1972) ) . 

Discussion 

Applicant's arguments directed to the above obviousness rejection were considered but 
deemed nonpersuasive for the following reasons. The above rejection was modified in response 
to applicant's amendment (e.g. to encompass newly added claims). Applicant first intimates that 
the above 103 rejection somehow conflicts with the 102 rejection with regard to the sequence 
spacer. The Examiner disagrees since the claimed invention can be interpreted to encompass an 
Arg mutation which also serves as the spacer, or alternatively the presence of a spacer separate 
and apart from the "Arg" mutation. Applicant's argument that the references taken separately fail 
to render obvious the presently claimed invention, is not germaine to the obviousness rejection 
above which is directed to the combined teaching of both references. Applicant fails to provide a 
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reason why one of ordinary skill wouldn't combined the above two references to obtain multiple 
proteins species within the scope of the presently claimed invention. Applicant further argues that 
the references fail to teach flinctional/conformational characteristics of the protein upon thrombin 
activation. With regard to to applicant's flinctional/conformational limitation language it is noted 
that functional activity would necessarily flow from a compound that possesses chemical structure 
within the scope of the presently claimed invention; unless demonstrated otherwise. Accordingly, 
the above rejection, as modified, is hereby retained. 

Neyp Rejection 

6. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shall set forth the best mode contemplated by the inventor of 
carrying out his invention. 

7. Claims 17 and 107 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably convey 
to one skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention (e.g. New Matter Rejection), 

Applicant's newly added fijnctional/conformational limitation is clearly broader than that 
described on page 9, line 6-1 1 which is limited to thrombin activation, with the fiirther description 
of the covalent association of the A2 domain with the light chain.. 
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8. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL, See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 . 1 36(a) will be calculated ft-om the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



Any inquiry concerning this communication or earlier communications fi"om the examiner 
should be directed to Examiner Celsa whose telephone number is (703) 305-7556. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's supervisor, 
Cecilia Tsang, can be reached at (703)308-0254. 

Any inquiry of a general nature, or relating to the status of this application, should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 

Bennett Celsa 
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Dear Sir: 
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In the claims: 

Please add new claims 146-147 and amend claims 17, 21-23, 107 and 111-113, 
without prejudice, as follows: 

17. (Amended) A procoagulant-active FVIII protein comprising a human FVIII 
polypeptide that is modified, wherein the modification comprises a deletion of the B 
domain, a deletion of the von Willebrand factor binding site, a mutation at Arg740 and an 
addition of an amino acid sequence spacer between the A2- and A3- domains[.] , wherein 
the amino acid sequence spacer is of a sufficient length so that upon activation, the 
procoagulant-active FVIII protein becomes a heterodimer. 

21. (Amended) The protein of Claim 17, wherein the amino acid sequence spacer is 
54 amino acid residues in length. 

22. (Amended) The protein of Claim 21, wherein die amino acid sequence spacer 
[comprises] consists of amino acid residues 741 to 794 of wild-type FVIII, wherein the 
amino acid r esidue at position 794 is selected from the group consisting of threonine and 
leucine. 

23. (Amended) The protein of Claim 22, wherein the amino acid residue at position 
794 is threonine. 

107. (Amended) A procoagulant-active FVIII protein comprising a human FVIII 
polypeptide that is modified, wherein the modification consists of a deletion of the B 
domain, a deletion of the von Willebrand factor binding site, a mutation at Arg740 and an 
addition of an amino acid sequence spacer between the A2- and A3- domains[.] , wherein 
the amino acid sequence spacer is of a sufficient length so that upon activation, the 
procoagulant-active FVIII protein becomes a heterodimer. 

111. (Amended) The protein of Claim 107, wherein the amino acid sequence spacer 
is 54 amino acid residues in length. 



2 



U.S.S.N. 08/980,038 



Group Art Unit: 1654 



1 12. (Amended) The protein of Claim 111, wherein the amino acid sequence spacer 
[comprises] consists of amino acid residues 741 to 794 of wild-type FVIII, wherein the 
amino acid residue at position 794 is selected from the group consisting of threonine and 
leucine. 

113. (Amended) The protein of Claim 112, wherein the amino acid residue at 
position 794 is threonine. 

146. (New) The protein of Claim 17, wherein the amino acid sequence spacer 
comprises amino acid residues 741 to 794 of wild-type FVIII, wherein the amino acid 
residue at position 794 is selected from the group consisting of threonine and leucine. 

147. (New) The protein of Claim 107, wherein the amino acid sequence spacer 
comprises amino acid sequence spacer 741 to 794 of wild-type FVIII, wherein the amino 
acid residue at position 794 is selected from the group consisting of threonine and leucine. 

REMARKS 

In an effort to expedite prosecution of this application and in no way conceding 
the validity of the Examiner's position. Applicants have amended claims 17, 21-23, 107 
and 111-113, without prejudice, to fiirther define the present invention. In particular. 
Applicants have amended claims 17 and 107 to further define the amino acid sequence 
spacer. Applicants have amended claims 21-23 and 1 1 1 -1 13 to add the term "amino 
acid" before the term "residues", and in claims 22 and 1 12, Applicants have replaced the 
term "comprises" with "consists of. Applicants have also added new claims 146 and 
147. Support for the amendments and new claims may be found throughout the 
application as filed and in particular, v^thout limitation, at page 9, lines 6-15. Claims 17, 
20-23, 27, 107, 1 10-1 13, 120, 146 and 147 are new before the Examiner. 
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The claims of the present invention are drawn to inactivation resistant 
procoagulant-active FVIII proteins which, upon activation, become heterodimers. The 
novel proteins of the present invention comprise modified human FVIII polypeptide 
lacking the B domain and von Willebrand factor binding site and having a mutation at 
Arg740 and an addition of an amino acid sequence spacer between the A2- and A3- 
domains so that upon activation, a heterodimer is achieved. The heterodimer (novel 
FVIIIa) has an approximate five-fold increase in specific activity compared to purified 
wild-type FVIII which, upon activation, becomes a heterotrimer that is unstable and 
subject to rapid inactivation through disassociation of the A2 subunit. Novel, inactivation 
resistant procoagulant-active FVIII proteins are thus provided, 

L Election/Restriction 

Applicants continue to traverse the restriction requirement set forth in the Office 
Action mailed September 30, 1998. In an effort to expedite prosecution. Applicants will 
continue to prosecute the Group III invention as defined by the Examiner. Pursuant to 
MPEP §821.04, Applicants request that upon allowance of a compound claim within the 
elected invention, the Examiner rejoin the method of use claims that are conrmiensurate in 
scope with the allowed claims. 

II. Sequence Rule Compliance 

In response to the "Notice to Comply with the Sequence Listing", Applicants 
submitted on February 4, 1999 a Response to Notice to Comply and Statement in Support 
of Submission of Sequence Data with a hard-copy of the sequence listing and computer 
diskette. 
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IIL Drawings 

Applicants note the requirement of formal drawings and will submit same upon 
notice of allowance. 

IV. 35 U.S.C. §112, Second Paragraph 

The Examiner has rejected claims 17, 20-23, 27, 107, 1 10-1 13 and 120 under 35 
U.S.C. §112, second paragraph, as being indefinite for failing to particularly point out 
and distinctly claim the subject matter which Applicants regard as the invention. In 
particular, the Examiner states that A) the phrase "procoagulant-active FVIII protein" in 
claims 17 and 107 is indefinite; B) the term "the B domain" in claims 17 and 107 lacks 
antecedent basis; C) the term "von Willebrand factor binding site" in claims 17 and 107 
lacks antecedent basis; D) the term "the A2- and A3 - domains" in claims 17 and 107 
lacks antecedent basis; E) the phrase "a mutation at Arg740" in claims 17 and 107 is 
unclear to the metes and bounds of "mutation"; F) the phrase "comprises residues 741 to 
794 of wild-type factor FVIII" and "position 794...threonime" in claims 17 and 107 lacks 
antecedent basis; G) the term "comprises residues 741-794" in claims 22 and 11 2 is 
confiising as being dependent on claims 21 and 111 requiring a 54 amino acid residue 
spacer; and H) the term "residue(s)" in claims 21-23 and claims 111-113 should specify 
"amino acid residues". The Examiner has also rejected claims 22, 23, 1 12 and 113 under 
37 C.F.R. §1.75 as being of improper dependent form for failing to further limit the 
subject matter of a previous claim. Applicants respectfully traverse and request 
reconsideration. 

With respect to rejection A), Applicants submit that the phrase "procoagulant- 
active FVIII protein" is clear and definite to one skilled in the art and, contrary to the 
Examiner's assertion, after reading the specification, one skilled in the art would know 
the initial polypeptide structure for the claimed proteins. The specification describes 
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known DNA sequences encoding human FVIII and methods for modifying the known 
sequences to provide the claimed modified proteins. Applicants refer the Examiner to the 
specification at page 2, lines 5-19 and lines 25-30, page 10, lines 16-35 (and the 
references incorporated therein), page 11, lines 1-3 and 18-32, Example 3, and Figure 1 A, 
for a detailed description of the procoagulant-active FVIII proteins of the present 
invention and methods of making same. Moreover, Applicant refers the Examiner to 
U.S. Patent No. 5,004,803 (incorporated by reference at page 10, line 29 of the present 
application) and U.S. Patent No. 5,451,521, which contain claim language similar to the 
now pending claims. Applicants submit that the structure of human FVIII is known in 
the art and, in addition, the specification describes in detail the structure of the modified 
human FVIII polypeptides as claimed. Applicants thus request withdrawal of the 
rejection. 

With respect to rejections B) - D), the structure of human FVIII protein is well 
known to those skilled in the art and, as set forth above, is also set forth in the 
specification (see, e.g., page 2, lines 5-35, page 10, lines 16-35 and the references 
incorporated therein, and Figure 1 A). It is therefore unnecessary to reiterate the structure 
of human FVIII in order to define the modified, claimed human FVIII polypeptides. 
(Applicants again refer the Examiner to U.S. Patent No. 5,004,803 for accepted cleiim 
language). Applicants therefore request withdrawal of these rejections. 

With respect to rejection E), Applicants submit that the phrase "a mutation at 
Arg740" is clear and definite and refer the Examiner to page 10, lines 25-26 of the 
specification, which describes a "mutation" as "any alteration including but not limited to 
substitutions, insertions and deletions." Applicants fiirther direct the Examiner to the 
Examples and in particular. Example 3 at page 22, lines 26-27, which describe an Arg740 
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mutation. Applicants thus submit that the claims as filed are clear and definite and 
request withdrawal of the rejection. 

With respect to rejection F), independent claims 17 and 107 state that the 
modification in the human FVIII polypeptide comprises/consists of "a deletion of the B 
domain. ..and an addition of an amino acid sequence spacer." Claims 22-23 and 1 12-113, 
which are dependent upon claims 17 and 107, respectively, fiirther define the additional 
amino acid sequence spacer. Thus, the claimed human FVIII although B-domainless, 
may contain an additional amino acid sequence that happens to have a sequence that is 
identical to a portion of the B domain. Applicants thus submit that the claims are clear 
and definite with respect to these modifications and request withdrawal of the rejection. 

With respect to rejections G), H) and the rejection under 37 C.F.R. § 1 .75(c), 
Applicants have amended claims 21-23 and 1 1 1-1 1 3 to add the phrase "amino acid" 
before the word "residues" and, in claims 22 and 1 12, Applicants have substituted the 
term "comprises" with "consists of. Applicants submit that these amendments render 
the rejections moot and therefore request withdrawal of the rejections. 

V. 35U.S.C.§102(b) 

The Examiner has rejected claims 17, 27, 107 and 120 under 35 U.S.C. §102(b) as 
being anticipated by WPIDS English Abstract 88-3621 13 of European Application No. 
295597 ("EP abstract"). The Examiner states that the EP abstract discloses a FVIII 
derivative compound which lacks the B domain and the VWF binding site and which 
possesses a mutated Arg740 which acts as an amino acid sequence spacer. Applicants 
respectfiilly traverse and request reconsideration. 
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The EP abstract describes a FVIII derivative that lacks the 741-1689 amino acid 
region of the native protein and has "a new site at Arg-740". The claimed procoagulant- 
active FVIII proteins comprise a modified human FVIII polypeptide also having a 
mutation at Arg740 "and an addition of an amino acid sequence spacer" . The EP abstract 
does not disclose or suggest an amino acid sequence spacer. Moreover, the Examiner's 
assertion that a mutated Arg740 "acts as an amino acid sequence spacer", is clearly 
without merit when the present claims recite both a mutation at Arg740 and an amino 
acid sequence spacer. Applicants submit that the Examiner is improperly reconstructing 
the EP abstract in light of the present invention, to include elements that are taught by the 
present invention but are clearly not disclosed or suggested by the EP abstract. 

Moreover, in an effort to expedite prosecution of this application and in no way 
conceding the validity of the Examiner's arguments. Applicants have amended the claims 
to further define the amino acid sequence spacer as "of a sufficient length so that upon 
activation, the procoagulant-active FVIII protein becomes a heterodimer." Clearly the 
EP abstract does not teach or suggest such a protein. Applicants thus request withdrawal 
of the rejection. 

VI. 35U.S.C. §103 

The Examiner has rejected claims 17, 20-22, 27, 107, 1 10-1 12 and 120 under 35 
U.S.C. §103(a) as being unpatentable over the EP abstract and U.S. Patent No. 5,451,521 
("*521 patent"). The Examiner states that the EP abstract teaches a FVIII derivative 
compound that lacks the B domain and the VWF binding site and which possesses a 
mutated Arg740. The Examiner asserts that the EP abstract differs from the claimed 
invention by failing to recite the Arg740 mutation (Arg to Ala) and the use of a spacer. 
(Query whether the above § 102(b) rejection is therefore appropriate.) The Examiner 
states that the '521 patent discloses procoagulant factor FVIII derivatives of the formula 
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A-x-B, wherein A is amino acid residues 1-372 of human FVIII, B is amino acid residues 
1690-2332 of human FVIII and x is a linking moiety. The Examiner then states that the 
'521 patent provides motivation to attach the A1-A2 heavy chain fragment to the C1-C2 
light chain fragment utilizing amino acid linkers derived from the B chain. The 
Examiner also states that the '521 patent teaches the replacement of the Arg residue at 
position 740 with non-conservative amino acid substitutions such as He, in order to obtain 
proteolytic resistance and thus substitution of Arg740 with other non-conservative amino 
acids which possess similar side chain properties to He, would have been obvious. The 
Examiner then asserts that modifying the EP abstract to incorporate a linking peptide 
which comprises B-chain residues and the further substitution of Arg, would have been 
obvious in view of the '521 patent. Applicants respectfully traverse and request 
reconsideration. 

As set forth above and admitted by the Examiner, the EP abstract does not 
disclose or suggest an amino acid sequence spacer and thus does not disclose or suggest 
the claimed protein. With respect to the '561 patent, it discloses a protein characterized 
by the amino acid sequence A-x-B, wherein A represents Ala-1 through Arg-372 and B 
represents Ser-1690 through Tyr-2332 of human FVIII, and x represents 0-1316 amino 
acids substantially duplicative of Arg-372 through Ser-1690 of a full-length sequence of 
FVIII. Neither reference, either alone or in combination, teach or suggest a 
procoagulant-active FVIII protein comprising a human FVIII polypeptide that is 
modified, wherein the modification comprises a mutation at Arg 740 and an addition of 
an amino acid sequence spacer. Likev^se, neither reference, either alone or in 
combination, teach or suggest a procoagulant-active FVIII protein that upon activation by 
thrombin achieves a heterodimer, let alone the now claimed procoagulant-active FVIII 
protein having an amino acid sequence spacer between the A2- and A3- domains, 
wherein the amino acid sequence spacer is of a sufficient length so that upon activation. 
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the procoagulant-active FVIIl protein becomes a heterodimer. The claims as amended 
are thus not taught or suggested by the prior art and thus Applicants request withdrawal 
of the rejection. 

Again, no concession is made to the validity of the Examiner's rejections and 
Applicants' remarks made herein are for purposes of further clarifying for the Examiner 
Applicants position so that upon further examination it will be clear to the Examiner that 
the claimed invention, fi-om the outset, is patentable. There is no intention to surrender 
any range of equivalents by the remarks made herein. The remarks are made in the 
interest of orderly prosecution and to secure expedited allowance of the application. 



The claims are believed to be in condition for allowance, and such action is 
respectfully requested. If a telephone conversation with Applicants' representative would 
expedite the prosecution of the above-identified application, the Examiner is urged to call 
Applicants' representative at (617) 227-7400. 



SUMMARY 



Date: April 21, 1999 



LAHIVE & COCKFIELD, LLP 
Attorneys at Law 




DeAnn F, Smith 
Reg. No. 36,683 
28 State Street 



Boston, MA 02109 



(617) 227-7400 
(617) 742-4214 
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Attorney tor AppUcant 



REVOCATION OF PRIOR POWERS OF ATTORNEY 
AND APPOINTMENT OF NEW POWER OF ATTORNEY 



Dear Sin 

The Regents of the University of Michigan, the Assignee of the entire right, 
title and interest in the above-identified application by virtue of the Assignment 
document recorded in the U.S. Patent and Trademark OflBce hereby revokes all 
Povs^ers of Anomey with respect to that s^lication and appoints the below listed 
attorneys with full power of subsnimtion and revocation to prosecute this application 
and to transact all business in the Patent Office connected therewith. 



'Apr-20-88 08:S3» Fro»-LAHIVE 4 COCKF' \ LLP 
U.S-S.N. 08/980.038 



6l7r4242l4 T-281 P 03/03 F-497 
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38.872 
17,425 
36.683 



Lawrence £. Monks Reg. No 34^24 
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of LAfflVE & COCKFIELD, LLP, 28 Scare Streei, Boston. Massachusetts 02109, 
United States of America, 

Please send all correspondence relating to the above patent application to: 

DeAnn F. Smith, Esq. 
LAHIVE & COCKFIELD, LLP 
28 State Su-eet 
BosTon,MA 02109 
(617) 227-7400 



THE REGENTS OF THE UNIVERSITY OF MICHIGAN 

By; y%^Xn^ lR)LMA>t^ 

Marvin G. Fames, Assistant Vice President for Research and 
interam Director, Technology Managanent Office 



Ipterview Summary 


Application No. 
08/980.038 


Appltcant{s} 

Kaufman et al. 


Examiner 

Bennett Celsa 


Group Art Unit 
1627 





All participants (applicant, applicant's representative, PTO personnel): 
(1) Bennett Celsa 



(2) DeAnn F. Smith 



<3). 
(4) 



Date of Interview 



Nov 15. 2000 



Type: □ Telephonic IS Personal (copy is given to □ applicant Kl applicant's representative). 
Exhibit shown or demonstration conducted: □ Yes CS No. If yes, brief description: 



Agreement □ was reached. K! was not reached. 
Claim (s) discussed: of record 

Identification of prior art discussed: 

of record 



Description of the general nature of what was agreed to if an agreement was reached, or any other comments: 
Applicant's representative will consider fllins a response after final presenting traversal of rejection and amended claims in 
order to attempt to overcome the outstanding issues of record, 



(A fuller description, if necessary, and a copy of the amendments, if available, which the examiner agreed would render 
the claims allowable must be attached. Also, where no copy of the amendents which would render the claims allowable 
is available, a summary thereof must be attached.) 

1 . IS It is not necessary for applicant to provide a separate record of the substance of the interview. 

Unless the paragraph above has been checked to indicate to the contrary, A FORMAL WRITTEN RESPONSE TO THE 
LAST OFFICE ACTION IS NOT WAIVED AND MUST INCLUDE THE SUBSTANCE OF THE INTERVIEW. (See MPEP 
Section 713,04). If a response to the last Office action has already been filed, APPLICANT IS GIVEN ONE MONTH 
FROM THIS INTERVIEW DATE TO FILE A STATEMENT OF THE SUBSTANCE OF THE INTERVIEW. 

2. □ Since the Examiner's interview summary above (including any attachments) reflects a complete response to 

each of the objections, rejections and requirements that may be present in the last Office action, and since the 
claims are now allowable, this completed form is considered to fulfill the response requirements of the last 
Office action. Applicant is not relieved from providing a separate record of the interview unless box 1 above 
is also checked. 



Examiner Note; You must sign and stamp this form unless it is an attachment to a signed Office action. 



U. S. Patent and Trxlemarli Office 

t>Tn.An (Rev. 10-95) 



Interview Summary 



Paper No. ^ 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



e the application of: Randal J. Kaufman, et al. 

erial No.: 08/980,038 
Filed: November 26, 1997 
For: IN ACTIVATION RESISTANT FACTOR VIII 
Attorney Docket No. : UMV- 1 1 84CPCP A 



Group Art Unit: 1654 
Examiner: Celsa, B. 



BOX CPA 

Commissioner for Patents 
Washington, D.C 20231 



REQUEST FOR THREE-MONTH EXTENSION OF TIME 

Dear Sir: 

Applicants request a three-month extension of time pursuant to 37 CFR 1.136(a) 
in which to respond to the outstanding Final Office Action dated October 1 1, 2000. In 
lieu of a response, a Continued Prosecution Application (CPA) is being filed 
concurrently. 

Enclosed is a check which covers the appropriate fee of $445.00 based on small 
entity status. Please charge any underpayments or credit any overpayments to our 
Deposit Account No. 12-0080, A duplicate of this sheet is enclosed. 



"Express Mail* mailing label number EL 745 889 1 66 US 
Date of Deposit April 11,2001 



I hereby certify that this paper or fee is being deposited with the United States 
Postal Service "Express Mail Post Office to Addressee" service under 37 CFR 1 . 10 
on the date indicated above and is addressed to BOX CPA« Commissioner for Patents, 
Washington, DC 20231 



Nelson F. Bancs 



Please Prim Name of PcRon Signing 



Dated: April 11.2001 



LAHIVE & COCKFIELD, LLP 
Atton!fe[ys at Law 




By. 

DeAnn F, Smith, Esq. 
Registration No. 36,683 
28 State Street 
Boston, MA 02109 
Telephone -617-227-7400 
Facsimile -617-742-4214 
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Applicant; h.-...dal J. Kaufman et al. 


Case No.: 


2ii.o-00ii84USB 


Serial No.: 08/980,038 


Filing Date: 


November 26, 1997 



Title: Inactivation Resistant Factor VIII 



Please acknowledge receipt of: 

Response To Notice To Comply (in duplicate); Second 
Preliminary Amendment (with attached Sequence Listing (2 
pages)); Statement In Support Of Submission Of Sequence Data 
(including hard copy of Sequence Listing and computer 
diskette); Copy of Notice To Comply - Certificate of Mailing 



PTO 




by stamping and return to Harness, Dickey & Pierce, P.L.C. 



Attorney: DFS 



Due: February 21, 1999 



USPTQ Date Stamp 
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PATENT 

D STATES PATENT AND TRADEMARK OFFICE 

Attorney Docket: 2115S-001184USB 

1654 
B. Celsa 

Randal J. Kaufman et al. 
08/980.038 
November 26, 1997 



Inactivation Resistant 
Factor VIII 



RESPONSE TO NOTICE 
TO COMPLY 



CERTIFICATE OF MAIUHG 

I kerebf certify that tbis eonespoadeBee is bei^ deposited witb tie Ueited States Postal Seniee as 
Sat class mail ia aa eawdape aMressed ^ Coaimissioaer ofPateats aad Tfademarts, Wasbiagtoa. 
O.C. 20231 oa - ._A. x .i-rx^L^A /-/^ /^i'^^/ 



Br HJ4 (X-v-O^^. 



Hon. Commissioner of Patents and Trademarks 
Washington, D.C. 20231 

Sir: 

In response to the Notice to Comply with Requirements for Patent Applications 
Containing Nucleotide Sequence and/or Amino Acid Sequence Disclosures (copy enclosed) 
mailed January 21, 1999, for which the one-month shortened statutory period for response 
is set to expire February 21, 1999, enclosed herewith is a Statement in Support of 
Submission of Sequence Data with hard-copy of Sequence Listing and computer diskette and 
a Second Preliminary Amendment with attached Sequence Listing. 

If for some reason. Applicants have not paid a sufficient fee to prevent the 
abandonment of this application, please charge Deposit Account No. 08-0750 for any further 
fees which may be due. A duplicate copy of this sheet is enclosed. 

Respectfully submitted. 



Dated:^\ib-i. 



Hamess, Dickey & Pierce. P.L.C. 
P.O. Box 828 

Bloomfield Hills. Michigan 48303 

(248) 641-1600 

DFS/gmp 



DeAnn F. Smith 
Attomey For Applicantil 
Reg No. 36.683 
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PATENT 

THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Attorney Docket: 2115S-001184USB 

1654 
B. Celsa 

Randal J. Kaufman, et al. 

08/980.038 

November 26, 1997 

Inactivation Resistant 
Factor VIII 



STATEMENT IN SUPPORT 
OF SUBMISSION OF 
SEQUENCE DATA 



CERTIFICATE OF MAIUNG 

I benby catify tbat ttis aunspoadeaee is baag deposHal wM tie United States Postal Serviee as 
i&s/ class mailitt aa eavelape addressed tK Coamussiottv of Patents aad Trademarks. Wasbiagtoa. 
D.C. 20231 i " ' 



By_ 



aau la aa earelape addressed to: Commissioaer 



Commissioner of Patents and Trademarks 
Washington. D.C. 20231 

Dear Sir: 

I, DeAnn F. Smith, am an attorney with the firm of Harness. Dickey and Pierce. P.L.C., 
counsel for Applicants in the above-entitled application and am registered to practice before 
the United States Patent and Trademark Office. 

I hereby state that the content of the computer readable form (diskette) is the same 
as the paper copy of the Sequence Listing, which are both submitted herewith. 

Respectfully submitted, 



Dated: Bv: )/ -J- ■ 

DeAnn F. Smith 
Reg No. 36,683 

Hamess. Dickey & Pierce. P.L.C. 
P.O. Box 828 

Bloomfield Hills, Michigan 48303 ~ 
(248) 641-1600 



DFS/gmp 
Enclosures 




<110> Kaufman, Randal J 
Pipe, Steven W 
Amano, Kagehiro 

<120> Inactivation Resistant Factor VIII 
<130> 2115S-001184/USB 

<140> 08/980038 
<141> 1997-11-26 

<150> PCT/US97/06563 
<151> 1997-04-24 

<150> 60/016,117 
<151> 1996-04-24 

<150> 60/017,785 
<151> 1996-05-15 

<160> 3 

<170> Patentin Ver. 2.0 

<210> 1 
<211> 162 
<212> DNA 

<213> Homo sapiens 
<400> 1 

agcttctccc agaattcaag acaccctagc actaggcaaa agcaatttaa tgccaccaca 60 
attccagaaa atgacataga gaagactgac ccttggtttg cacacagaac acctatgcct. 120 
aaaatacaaa atgtctcctc tagtgatttg ttgatgctct tg 162 
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<210> 2 
<211> 54 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Ser Phe Ser Gin Asn Ser Arg His Pro Ser Thr Arg Gin Lys Gin Phe 
15 10 15 

Asn Ala Thr Thr lie Pro Glu Asn Asp lie Glu Lys Thr Asp Pro Trp 
20 25 30 

Phe Ala His Arg Thr Pro Met Pro Lys lie Gin Asn Val Ser Ser Ser 
35 40 45 

Asp Leu Leu Met Leu Leu 
50 



<210> 3 
<211> 24 
<212> PRT 

<213> Homo sapiens 
<400> 3 

lie Thr Phe Leu Thr Ala Gin Thr Leu Leu Met Asp Leu Gly Gin Phe 
15 10 15 

Leu Leu Phe Cys His lie Ser Ser 
20 



Art Unit: 

Examiner: 

Inventors: 

Serial No. 

Filed: 

For 
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Attorney Docket: 21 1 58-001 1 84USB 

1654 
B. Celsa 

Randal J. Kaufman, et al. 

08/980.038 

November 26, 1997 

Inactivation Resistant 
Factor VIII 



SECOND 
PRELIMINARY AMENDMENT 



CERTIFICATE OF MAIUHG 

I haeby certify that this atnespoadaiee is bang deposhed witii tbe Oahed States Postal Senme as 
first class mail a aa eavdope addressed to: Commissioaer of Patents aad Trademarts, Wastiagtoa. 
D.C. 20231 on ^} ( .tXA-L^X-l^^ 'A ( ^ ^ ^ : 



0 — 

By 'Ue 



Hon. Commissioner of Patents 

and Trademarks 
Washington. D.C. 20231 



Dear Sir: 

Please amend the above-identified application as follows: 
IN THE SPECIFICATION : 

Please amend the specification as follows: 

Page 7. line 19, after "FVIM" insert -(SEQ ID NO: 3)-. 

Page 23. line 2. after "threonine" insert -(SEQ ID NOS: 1 and 2)- 



REMARKS 

In response to the Notice to Comply with Requirements for Patent-^Applications 
Containing Nucleotide Sequence and/or Amino Acid Sequence Disclosures mailed January 



Attorney Docket: 21 1 5S-001 1 84USB 
Serial No. 08/980.038 



21, 1999, Applicants have amended the Sequence Listing to comply with 37 CF.R. 1.821- 
1.825. The specification has also been amended to reflect the SEQ ID NOS. The Sequence 
Listing submitted herewith contains no new matter. 

Applicants respectfully submit that the application now stands ready and in condition 
for allowance and such allowance is courteously solicited. Should the Examiner have any 
questions or wish to further discuss this matter, it is requested that the undersigned attorney 
be contacted at (248) 641-1600. 



Harness. Dickey & Pierce, P.L.C. 
P.O. Box 828 

Bloomfield Hills, Michigan 48303 
(248) 641-1600 

DFS/gmp 



Respectfully submitted. 





DeAnn F. Smith 
Reg No. 36,683 
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(a fv / , , -n« *\ . . plication No. fe^/V^ Qo 




NOTICE TO^MPLY WI*H REQUIREMENTS FOR PATENT APPLICATIONS CONTAINING 
NUCLEOTIDr^OUEj)!?^ AND/OR AMINO ACID SEQUENCE DISCLOSURES 

The nucleotide and/or amino add sequence disclosure contained in (his application does not comply with the requirements 
for such a disclosure as set forth in 37 CFR 1 .821 - 1 .825 for the following reason(s): 



1. This application dearly fails to comply with the requirements of 37 CFR 1.821 - 1.825. Applicant's attention is 
directed to these regulations, published at 1114 OG 29. May 15, 1990 and at 55 FR 18230. May 1, 1990. 

2. This application does not contain, as a separate part of the disclosure on paper copy, a "Sequence Usting" as 
required by 37 CFR 1 .821 (c). ^ 

3. A copy of the "Sequence Listing** in computer readable form has not been submitted as required by 37 CFR 1 .821(e), 



A copy of the "Sequence Listing" in computer readable form has been submitted. However, the content of the 
computer readable form does not comply with the requirements of 37 CFR 1 .822 and/or 1 .823, as indicated on the 
attached marked-up copy of the ''Raw Sequence Usting." 

5. The computer readable form that has been filed with this application has been found to be damaged and/or 
unreadable as indicated on the attached CRF Diskette Problem Report. A substitute computer readable form must be 

submitted as required by 37 CFR 1.825(d). 

6, The paper copy of tiie "Sequence Listing" is not the same as the computer readable form of the "Sequence Listing" 
as required by 37 CFR 1.821(e). 



□ 



7. Otfier: 



Applicant must provide: 

An initial or substitute computer readable form (CRF) copy of the "Sequence Listing" 

An initial or substitute paper copy of the "Sequence Usting", as well as an amendment directing its entry into the 
specification 

A statement that the content of the paper and computer readable copies are the same and. where applicable, include no 
new matter, as required by 37 CFR 1.821(e) or 1.821(0 or 1.821(g) or 1.825(b) or 1.825(d) 

For questions regarding compliance with these requirements, please contact: 

For Rules Interpretation, call (703) 308-1123 
For CRF submission help, call (703) 308-4212 
For Patentin software help, call (703) 308-6856 



Please return a copy of this notice with your response. 



